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Introduction

Where is the Life we have lost in living?

Where is the wisdomwe have lost in knowledge?

Where is the knowledge we have lost in information?

T.S. Eliot From The Rock (1934) pt. 1

Members of Research Ethics Committees have the respon-
sibility of ensuring that medical research on humans is
conducted in an ethical manner. In order to fulfil this
function, Research Ethics Committees must engage in
reasonable discussion and consideration of the ethical
issues in eachof the researchproposals theyhave to review.
This is demanding and time-consuming work, and the re-
sponsibilities entailed are considerable. On the one hand
there is the need to contribute to the evidence base upon
which modern medicine is based, on the other is the need
to protect those who participate in the research process.
To assist in this process of review, the Centre of Medical

Law and Ethics began producing the Manual for Research
Ethics Committees. Under the editorship of Claire Foster,
the Manual grew from the slim ring binder of 1992 to the
two very large and very heavy black volumes of the 1997
5th edition.
The Manual has had a loyal readership over the past

decade, with orders increasingly coming not only from
Local Research Ethics Committees and Multi-centre Re-
searchEthicsCommitteesbutalso fromresearch institutes,
hospitals, universities and pharmaceutical companies in
the UK, North America, India, Africa and Australia.
Ethics inmedical research is no longer an issue to which

a passing nod can be given in order to fulfil minimum

xvii



xviii Introduction

requirements. Public outcry over research scandals in the
UKandtheUSA,andincreasingcontroversyabout research
carried out in developing countries, has forced ethics to-
wards its proper place at the top of the research agenda. In
the light of these developments, this seems to be an appro-
priate time to produce a new edition of the manual which
offers a radical reorganisation and rewriting ofmuch of the
material contained in earlier editions.
The 6th edition of the Manual for Research Ethics Com-

mittees isdivided into twodistinctpartswhicharedesigned
to complement each other.

Part I contains 24 chapters on various aspects of research
on humans. Fifteen of these have been especially commis-
sioned for the 6th edition and the nine chapters that ap-
peared in the 5th edition have been revised and updated,
where appropriate, by the original authors. Part I has been
divided into four main sections.
Section I contains three chapters on fundamental ethical

and legal considerations which will be key reading for all
members of Research Ethics Committees.
Section II contains 15 chapters on various aspects of the

research process, including new chapters on areas that ap-
pear to be of increasing interest or concern formembers of
RECssuchasstudent research,genetic research,qualitative
research and research in complementary and alternative
medicine.
Section III comprises four chapters on protecting the in-

terests of research participants which concentrate on con-
sent, confidentiality and information, and a subsection on
protecting the interestsof vulnerable researchparticipants.
Section IV deals with research in an international con-

text, particularly the issues that can arise whenmedical re-
search is carried out by Western researchers in developing
countries.
Part II of the Manual contains 45 key guidelines from

international and national organisations, government
departments, Royal Colleges, professional bodies and re-
search institutions. These have been ordered under the
same headings as the chapters in the first part of the Man-
ual. This is intended tohelp readers find the guidelines that
inform a particular issue. However, the index at the back of
theManual should be used as a comprehensive search tool
for guidelines and information.
Readers should not expect to find all relevant guide-

lines in this Manual. Over the past 10 years, there has
been a proliferation of guidelineswhich could fill a volume
several times the size of this one. To cite just one exam-
ple, over 350 international guidelines on bioethics are in-
cluded in the European Forum for Good Clinical Practice’s
listing.

A significant amount of thought and consultation has
gone into deciding which current guidelines should be in-
cluded in full, which guidelines touse summaries of,which
to simply refer to and which to omit.
Readers familiarwithpreviouseditionsof theManualwill

note that theRoyalCollegeofPhysiciansof London’s advice
‘Guidelineson thepracticeof ethics committees inmedical
research involving human subjects (1996)’ has been omit-
ted from this edition of the Manual as permission was not
granted to reproduce the full version.Readers shouldcheck
the RCP’s website for details of their guidelines.
Since the publication of the 5th edition of the Manual,

a number of key guidelines, such as the Declaration of
Helsinki,havebeenrevised.Thelatestversionsoftheguide-
lines are reproduced in the Manual, though the nature of
information is such that it is inevitable that between the
writingof this introductionand theproductionof theMan-
ual, a number of guidelines may already be out of date.

Websites which are particularly important to check regu-
larly include:

The Association of Research Ethics Committees (AREC)
http://www.arec.net/

British Medical Association (BMA)
http://bma.org.uk/

Central Office for Research Ethics Committees (COREC)
http://www.corec.org.uk

Centre of Medical Law and Ethics, King’s College London
(CMLE)
http://www.kcl.ac.uk/depsta/law/research/cmle/

Department of Health
http://www.doh.gov.uk/

Ethics Research Information Catalogue (ERIC)
http://www.eric-on-line.co.uk

The General Medical Council (GMC)
http://www.gmc-uk.org/standards/guidance.htm

Medical Research Council (MRC)
http://www.mrc.ac.uk/

Nuffield Council on Bioethics
http://www.nuffieldbioethics.org/home/

Royal College of Physicians of London (RCP)
http://www.rcplondon.ac.uk/

Whererelevant, someusefulwebsitesare listedat theendof
chapters in the first section of the Manual. Readers should
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be aware that althoughwebsites were correct at the time of
publication,addressesmayhavechanged in themeantime.
Periodicals such as the Bulletin of Medical Ethics (http://

www.bullmedeth.info/) and the Journal of Medical Ethics
(http://jme.bmjjournals.com/)will also alert readers to the
publication of new guidelines and to key ethical debates.
Because of space constraints, copies of relevant Govern-

ment Acts have not been include in the Manual. However,
there is a list of references at the end of the chapter on The
Law Relating to Consent.
Finally, it is important to take note of the words of T.S.

Eliot above. Written guidelines, with all the information
they contain, are no substitute for either knowledge orwis-
dom. Guidelines are simply a tool and should be used in

the correct circumstance and with care, as any tool would
be used.
Thoseinvolvedintheethical reviewofresearchproposals

should be aware that guidelines in isolation do not contain
the answers to the complex issues that are debated in ev-
erymeeting of research ethics committees. Similarly, those
involved in the funding, design and implementation of re-
search should be aware that the guidelines cannot be used
asa substitute for thecareful considerationof ethical issues
at all stages of the research process.

Sue Eckstein
Centre of Medical Law and Ethics

King’s College London
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The ethics of clinical research

Calliope (Bobbie) Farsides

Centre of Medical Law and Ethics, King’s College London, UK

History isunfortunatelypepperedwithstoriesofabusecar-
ried out in the context of medical research. No one can
remain unaware of the dreadful medical atrocities of the
Nazi period, some of which were carried out by doctors
motivated as much by scientific curiosity as by Nazi ide-
ology.1 In the late 1990s, the US President, Bill Clinton, of-
fered an apology to the families of those men involved in
the infamous Tuskegee project,2 and in the opening years
of the new millennium there has been international con-
cern over the conduct of clinical trials in the developing
world. In an attempt to protect individuals from abuse, in-
ternational and national guidelines now govern this area
of science, and in theUnited Kingdom research is carefully
monitored through theworkof fundingbodies, peer review
systems, Local Research Ethics Committees (LRECs) and
Multi-Centre Research Ethics Committees (MRECs). How-
ever, at ground level, the moral responsibilities primarily
lie with those who design and carry out the research, and
then publicise the findings. It is therefore crucially impor-
tant that these individuals understand the ethical issues
that arise when human beings come under the scientific
gaze.
The benefits of good medical research speak for them-

selves. In our own lifetime, killer diseases have been erad-
icated, death sentences have been lifted from a number of
diseases, and incredible advances have beenmade in such
areas as reproductive technology and transplant surgery.
However, there are still important battles to be won, and
discoveries we yearn to make. If research is to continue to
bring about thebenefitswehope for,wehave to accept that
therewillbecosts involved.Themoralquestion iswhat type

1 Annas, G. and Grodin, M. (eds.) (1992). The Nazi Doctors and the

Nuremberg Code. New York: Oxford University Press.
2 Jones J.H. (1981).BadBlood:TheTuskegeeSyphilis Experiment.New

York: The Free Press.

of benefits ought we to pursue and at what cost to individ-
uals and society?
Research passes through various phases, so over time

one individual might be involved in different types of re-
search intervention, be it as a researcher or volunteer
participant. In the past, researchers have been keen to
make the distinction between therapeutic and non-
therapeutic research, where therapeutic research permits
the hope of a direct health-related benefit to the parti-
cipant, whilst non-therapeutic research means that the
participant might be a healthy volunteer, or a patient
who is asked to contribute to some work unrelated to
their particular problem, or to participate in very early
research which will not be at a stage to benefit them.
In these cases the potential benefits are of a different
type, possibly financial. Whilst the specific issues raised
may differ, the fundamental questions remain the same:
ought we to do this research, and if so how ought we
to do it? The distinction between therapeutic and non-
therapeutic is thus becoming increasingly blurred. It is
tempting to think that the clear presence of quantifi-
able costs and benefits means that the ethical status of
medical research could, and should, be judged through
consequentialist means. However, this assumption needs
to be explored.

Consequentialism

In the simplest terms a consequentialist believes that the
morality of an action should be judged in terms of the con-
sequences that follow from it. If the consequences are on
balance good, then so is the action; if the consequences
are bad, then the action must be seen in the same way.
This means that a proposed course of action need not be
seen as intrinsically goodor bad, but rathermust be judged

5
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in terms of what is predicted to follow on from it. To
coin a cliché, for the consequentialist, the ends justify the
means.3

The most famous variant of consequentialism is util-
itarianism, the theory developed by Jeremy Bentham in
the mid-nineteenth century.4 Bentham had a reduction-
ist view of human nature in which he claimed that all hu-
man beings were fundamentally concerned primarily with
the pursuit of pleasure and the avoidance of pain. He be-
lieved that a moral theory should acknowledge this fact,
and thus to be moral is to be concerned with the maximi-
sation of pleasure and the minimisation of pain. Human
nature inclines one to be concerned about one’s personal
painandpleasure;morality requires thatwebeequallycon-
cerned with the pain and pleasure of all sentient beings.

Should we be doing this?

In the context of clinical research we can see that a con-
sequentialist could support a piece of research as morally
acceptable if we minimised the harms and maximised the
benefits resulting from the intervention, and on balance
created more good than harm. This sounds intuitively ap-
pealing andcertainly offers a startingpoint for ethical anal-
ysis. However, clinical experimentation also highlights the
problems with the consequentialist approach when ap-
plied to real life.
First, we have to ascertain what counts as a benefit in

this context, and how the value of different types of benefit
compare. Defining and calculating happiness was a diffi-
cult problem for Bentham and his followers; defining and
calculating benefits in this context is also challenging.How
dowecompare thebenefit of curing adiseasewith theben-
efits of preventing it in thefirst place?Howdo you compare
thebenefits of palliating symptomswith increasingpatient
satisfaction through other means? Is reducing the cost of
health care a significant benefit compared with improving
treatment?Howdoes oneweight ‘hope’ and ‘worth’ as ben-
efits of involvement? All these questions might be relevant
whendecidinghowtoallocateapoolofmoneybetweendif-
ferent typesof research, but theymight alsohavean impact

3 For a more detailed examination of consequentialist positions see

the following: Glover, J. (ed.) (1990). Utilitarianism and Its Critics.

Macmillan.

Samual, S. (ed.) (1988). Consequentialism and its Critics. Oxford:

Oxford Readings in Philosophy.

Smart J.J.C. and Williams B. (1973). Utilitarianism: For and Against.

Cambridge: Cambridge University Press.
4 Bentham, J. (1970). Introduction to the Theory of Morals and Legis-

lation. Ed. J.H. Burns and H.L.A. Hart. London: Athlone Press.

on the types of risks (if any) you would allow people to run
in pursuit of the types of benefits on offer.
Having looked at the type of benefits available, we also

have to identify to whom the benefits attach and ask
whether this further weights their significance. Utilitari-
anism demands that we treat each individual as one and
no more than one. However, when there are a wide range
of potential beneficiaries as in the case of clinical trials –
participants in the trials (healthy or unhealthy), other suf-
ferers of the same condition, future sufferers (some as yet
unborn), researchers and student researchers, society as
a whole, health-care professionals, and drug companies –
there are still complex calculations to bemade. Knowing to
whom benefits attach might help us to decide how to allo-
cate resources to research, and it could also help us decide
what costs it would be acceptable to attach to whom.
Onemight assume that the consequentialist ideal would

be to conduct apieceof researchwhich imposedminimum
costs upon the smallest possible number of people, but se-
curedsubstantialbenefits fora significantlyhighernumber
of people (particularly those who participated). However,
this ideal type model is not always possible, nor indeed is
the consequentialist necessarily committed to it above all
else. As we shall see, the consequentialist can justify some
ratherdifferentoutcomes,someofwhichare less intuitively
appealing. Furthermore, what the consequentialist would
see as morally desirable might not fit comfortably with the
realities of a commercially driven pharmaceutical indus-
try, or western dominated models of health-care delivery.
Furthermore, the globalism inherent in consequentialism
might sometimes be at odds with the localised concerns
of those deliberating upon research protocols, a dilemma
reflected in the sometimes difficult relationship between
Local Research Ethics Committees (LRECs) and Multi-
Centre Research Ethics Committees (MRECs).

Some examples

� Onecansee that research that isdirectedat thealleviation
ofwidespreadand significant suffering should easily pass
the consequentialist test, even if quite significant risks
are posed to a relatively small amount of research partici-
pants. It isworthbearing inmindthatallowingthecosts to
be too high might undermine public support for clinical
researchwith dire consequences, and the consequential-
ist would wish to avoid this risk. On this basis, research
to alleviate the HIV epidemic in Africa should gain sig-
nificant support because of the scale of the problem and
the consequent degree of suffering entailed.However, we
know that, in the past, such work was not given high
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priority due to the financial realities of the regions in-
volved, which meant that the benefits would not be
purchasable at the prices dictated by market forces. In
consequentialist terms the sumsworkedout; in commer-
cial terms they did not.

� At a local level one sometimes encounters proposals ad-
vocating trivial but commercially motivated research;
for example, post-licensing drug comparisons that have
more to dowithmarketing thanwith useful clinical com-
parison. The benefits to drug companies of usurping a
market leadermight be great, but the benefits to patients
will benegligible if the treatment is alreadyknowntohave
nothing new to offer. Here, the consequentialist sums do
not add up, but the commercial ones do.

� Adifficult problem isposedby student research.Theben-
efits to the particular student and the benefits to society
and future patients of having well-trained professionals
will speak in favour of supporting student research.How-
ever, the costs borne by the participants in student re-
search projects might be higher and the benefits to be
gainedby the research itselfmaybesmallornon-existent.
Here, thebenefitsandcostsmight, to someextent, appear
incommensurate.

Distinguishing between types of benefit and looking at the
potential quantity of benefits on offer, and assessing who
gains the benefits as opposed to bearing the costs of re-
search can offer the basis for a searing critique of current
practice. By evaluating the moral costs and benefits, one
can decide what ought to be done, but it is often the case
thatother typesofaccountingareshowntodeterminewhat
is done.

How should we do research?

A key to proceeding appropriately in consequentialist
terms must be the provision of adequate information to
facilitate the evaluation of costs and benefits and allow
for a rational decision to be made. An initial problem
arises from the fact that the ideal starting point for a piece
of clinical research is a position of equipoise.5 This is a
scientific or methodological as well as an ethical issue. Put
simply, being in equipoise means that, when attempting
to compare two approaches, be it a new drug with an
established drug, or the use of a new procedure where
none was previously attempted, the researcher should
not proceed if he or she has any fixed assumptions about
how the new option will be better. Only the results of

5 Freedman, B. (1987). Equipoise and the ethics of clinical research.

New England Journal of Medicine, 317, 141–5.

the comparison will show which is the more beneficial
approach. Until the results are available, the researcher
cannot promise any benefits to thosewho enrol in the trial,
she or he can only explain what is hoped for. Admittedly,
all consequentialist calculations are based on potentially
unreliable calculations about future benefits, but one
could argue that in this case the problem is heightened
by the fact that the trial is only going ahead because the
benefits are as yet unknown. This must be highlighted
when providing a potential participant with the informa-
tion upon which they will base their own consequentialist
calculation when deciding whether or not to participate.
A consequentialist approach will necessarily impact

uponwhoare recruitedasparticipants in researchprojects.
This will, in part, be determined by the preceding question
of what research should be done, but once that has been
decided recruitment will be effected by the requirement to
secure ‘the greatest good of the greatest number’. As amax-
imising theory, consequentialism is more concerned with
the total quantity of benefits and costs than with their dis-
tribution. This can cause problems when considering how
to evaluate the moral acceptability of the distribution of
costs and benefits in a particular case. In some cases we
might allow that a small number of participants might risk
a very severe harm in the interests of securing a benefit for
a much larger number of people, but in other cases this
might be deemed unacceptable. Those charged with the
ethical monitoring of research ought surely to be troubled
if they discover over time that the same type of people are
always bearing the costs and different types of people are
deriving the benefits. An example of this is where research
is carried out in the developing world in order to create
products that will realistically only be available in richer
countries.
Theoretically, a consequentialist could consider any dis-

tribution of costs and benefits, subject to the greatest hap-
piness of the greatest number being secured. Certainly,
early versions of utilitarianismwere criticised in this regard
despite the pragmatic constraints that would usually oper-
ate. However, it should be possible for consequentialism
to tackle the problem of distribution by allowing multiple
criteria for evaluating consequences, including distribu-
tive ones. A consequentialist could thereby address not
only howmuch benefit would follow a proposed interven-
tion, but also how those benefits are to be distributed – the
sort of questions that need to be raised in cases such as
these:
� A small number of people are paid a large amount of
money to risk significant harm in the interests of a very
large number of people enjoying a small increase in their
quality of life.



8 Manual for Research Ethics Committees

� A largenumberofpeople suffer aminor inconvenience in
the interests of a very small number of people benefiting
significantly

� One person loses his/her life in the course of a trial that
will benefit other sufferers of a rare disease

� No money is given to fund research into rare diseases
affecting small numbers of people

Insomecasessuchdecisionsmightbechallengedbyothers
asmorally unacceptable ongroundsof justice and fairness.
Thefear is thatconsequentialismleaves littleroomfor judg-
ing the impact of research upon the individual participant
due to its focus upon the group as a whole. As a maximis-
ing theory, it does not pay due regard as to how costs and
benefits are distributed.
Consequentialist goalsmight also impact upon the pref-

erence that scientists show for particular methodologies.
Clinical research is a form of scientific endeavour, and one
could argue that the first step towards ensuring the ethical
validityofapieceof research is toensurethescientificvalid-
ity of the proposed project. Thus themeansmust be fitting
to the ends. If there are to be any benefits gained (which
there must be for the consequentialist), then the scientific
approach must be suitable to the task, the methodology
must be appropriate, and the investigator should have the
abilityandresourcesnecessary for the task.Consequential-
ismtherefore requires scientists tomakeavalidassessment
of their ability to attain the potential benefits by themeans
proposed before proceeding. This can only be of benefit
to society, and to those whose time would otherwise be
wasted in the course of badly designed or under-resourced
research.
However, theconsequentialistwill alsowant toknowthat

research will have a beneficial impact (it is not enough to
establish a truth; one needs to persuade others of it in
order to secure the benefits), and, on occasion, this goal
could conflict with the interests of participants. Different
scientific questions will demand different approaches, but
in this age of evidence-based medicine the fact is that, in
terms of impact, the most benefits will probably be de-
rived from the research that produces the most widely ac-
cepted form of evidence that something works. In prac-
tice, this means that a large randomised controlled trial
(be it with or without placebo, blinded or not) will usu-
ally be seen as the gold standard, and the benefits to be
derived from other forms of research might immediately
be assumed inferior. This is, in part, due to the inherent
power of the results acquired through such means, but
might also be due in part to lingering prejudices against
other forms of methodology, notably small-scale qualita-
tive studies. Thus the consequentialist might have to com-
mit wherever possible to a form of experimentation that is

acknowledged to entail specific costs for participants and
complexethical problems. It could thereforebeargued that
the maximising nature of consequentialism immediately
increases the potential for a large number of participants
being involved inwhat has been seen as ethically challeng-
ing research.
In some contexts, for example where patient numbers

will always be small, where drug companies are not in-
terested in funding large-scale trials, or where the ethical
problemsposedby this particular approachare considered
insurmountable, other research approacheswill have to be
adopted. It is possible, therefore, that on occasion ethics
will dictate that maximum benefits in terms of impact are
forfeitedbecauseof the costs entailed for individual partic-
ipants by using themost effectivemeans of pursuing them.
There is always the need to balance the value of scientific
knowledgeandproof against the costs of acquiring it, and it
is no coincidence that research has proceededmore slowly
in the contexts where potential research participants are
viewed as particularly vulnerable.
Clinical experimentation can provide numerous exam-

ples where the utility calculation could still work in favour
of proceeding, but the moral problems should be appar-
ent. The problem with such cases is that, in the interests
of an undeniably significant good, certain individuals are
required to bear an unusually high risk of significant harm.
In the early stages of research (Phase One and Phase Two
trials) they are asked to do so with no hope of direct per-
sonal benefit in terms of cure or improved health. The fact
thatwe accept the need for such trials suggests that, in part
at least, we adopt a consequentialist approach to our eval-
uation of clinical trials.
Consequentialism

� Seeks to maximise benefits and minimise harms
� Pays lessattention to theway inwhichharmsandbenefits
are distributed than to how they balance out

� Need not place limits on the level of acceptable harm if it
is outweighed by a significant benefit

� Allows that beneficial ends might be pursued by poten-
tially harmful means.

Consequentialism provides us with the means to critique
the allocation of funds, researchers’ time and participants’
time/commitment to medical research on a global level,
but offers us little scope to concentrate upon the impact of
research upon individual participants once that individual
has been counted in as one part of the whole picture. One
is left with the sense that one needs to temper the potential
excesses that could result from a purely consequentialist
approach. It is not enough to know that, at the end of
the exercise, the benefits will substantially outweigh the
harms, we need to monitor how those costs and benefits
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aredistributed,andwherenecessaryweneedtoensure that
they are limited. It is therefore prudent to look to another
type of ethical theory for guidance.

Deontological approaches

Unlike consequentialism which is forward looking, deon-
tological theories judge the morality of a choice or action
by looking back at the intentions or motivations behind it,
and the duties or obligations it seeks to fulfil or honour.6

Whilst one might hope for good consequences to follow,
this is irrelevant to themoral judgement of the action. Log-
ically I can do the right thing with disastrous consequences,
or bring about a good outcome by immoral (and therefore
unacceptable) means. The deontologist will not allow the
ends to justify themeans andmust therefore be concerned
with the details of how research is conducted and what is
done to whom, irrespective of the benefits on offer.
Whereas Bentham has come to epitomise the conse-

quentialist approach, the figurehead of deontology is the
eighteenth century German philosopher Immanuel Kant.
Whilst one must be careful not to oversimplify Kant’s ele-
gant theorising, his most useful idea in this context is that
no one should treat another person merely as a means to
an endbut rather as an end in themselves.7 Thuswe should
acknowledgeourduties towardsothers, andseekonly todo
unto them as we would have done unto us. The individual
researchparticipant is thusprotectedfromhavinghisorher
own rights or interests overlooked in the interests of pursu-
ing a substantial communal good. Deontological theories
andtheorists tendtovarymuchmorethanthosewhofollow
the consequentialist model; thus it is somewhat mislead-
ing tomakegeneral claimsabout ‘deontology’.However, for
the sakeof simplicityonecanmake someclaimsabouthow
such theories differ from consequentialist approaches.
Consequentialism and good medical science could be

seen as having similar goals and being in step when the
science in question seeks to alleviate suffering and pro-
mote well being. Moral concerns of a deontological type
might well work in opposition to scientific goals, and will
undoubtedly increase someof the costs of clinical research

6 Davis, N. (1991). Contemporary deontology. In A Companion to

Ethics, ed. P. Singer, pp. 205–218. Oxford: Blackwell.

O’Neill, O. (1991). Kantian ethics. In A Companion to Ethics, ed.

P. Singer, pp. 175–185. Oxford: Blackwell.
7 Kant, E. (1949). The Critique of Practical Reason and Other Writings

in Moral Philosophy trans. L.W. Beck. Chicago: University of Chicago

Press.

Foundations of the Metaphysics of Morals (1959). trans. L.W. Beck,

Indianapolis: Bobbs-Merrill. 1959.

in the interests of minimising the toll on those involved as
participants. Thus there is always the potential for conflict.
Deontological theories are restrictive by nature, in contrast
to the permissiveness of consequentialism. It is sometimes
claimed that Kant was much better at telling people what
not to do, as opposed to helping them decide what they
ought to do when faced with a number of options. There is
a riskof thishappeningwhendeontological considerations
are brought to bear in the context of clinical research. It is
therefore important to remember that it is possible to pre-
scribe as well as prohibit, to require as well as disallow. It is
also important to acknowledge that, on occasion, it might
be impossible to reconcile the competing rights and duties
that can be shown to be relevant in a particular case. The
important thing is toexplorehowboth thebasic andpartic-
ularrightspeoplecanclaim,andthefundamentaldutieswe
have towards others, translate within the research setting.
As reflected in the later sections of this book, the deontol-
ogist can appeal to law and to professional guidance, but
ultimately the individual researchermight be left to decide
which are the most important moral rights and duties in a
particular case.
The deontological approach:

� Concentrates attentionupon the individual researcher or
participant

� Outlines the duties and rights of the respective parties
� Seeks to prioritise particularmoral duties or rights as ap-
propriate to the situation

� Permits or prohibits actions on the basis of their relation-
ship to the relevant moral responsibilities

� Canpronouncesomerightsanddutiesabsoluteandnon-
negotiable whilst giving others only prima facie status.

Researchers as moral agents

Those conducting health-related research often have to
combinetherolesofscientistandcarer, roleswhich, though
related, might entail different types of duty that might at
times conflict. The situationmight be further complicated
by the perception of the research subject as to which role
should, or does, take primacy, and the assumptions they
make on the basis of this. If someone has been in the
long-term care of a physician, he or shemight assume that
the physician would have the same attitude towards them
when acting as a research scientist as when offering care
on an ordinary basis. However, scientific demands might,
at times, require the scientist/physician to pursue the in-
terests of theproject as opposed to that of an individual pa-
tientwhomight, forexample,be randomised intoaplacebo
group where their preference was for the new drug. There
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would therefore appear to be a fundamental duty for po-
tential researchers to consider the extent towhich they can
combine the roles of carer and scientist without compro-
mising either.

The right to be included vs. the right to be protected

Traditionally, a significantmoral duty in the context of clin-
ical research has been the duty to protect the vulnerable
from inappropriate inclusion in trials. We commonly re-
fer to ‘vulnerable groups’ and the expectation is that they
will be spared the risks and costs involved with being a
research participant whatever the benefits on offer.8 How-
ever, we now realise that members of these groups might
actually want to participate and that they should have the
right to do so. We might also feel that having lost out on
the benefits of research in the past, we need to find more
sophisticated ways of protecting their interests rather than
simply excluding them from the practice. The challenge
facing committee members is to decide when the right to
be included trumps the very real concern with protecting
the individual from the costs of doing so. Furthermore, the
committee needs to decide what additional duties might
attach to those wishing to engage members of vulnerable
groups in their research.9

Recruitment

It is easy to see why clinical research needs to rely on the
participation of volunteers as opposed to conscripts. It is
important to ensure that those who become involved in
research understand themselves as having done so volun-
tarily. Indeed, one could take this further and say that it is
important for researchers to prioritise voluntariness, even
when a level of false consciousness prevents potential par-
ticipants from realising the extent towhich they are subject
to coercive elements.

8 Jonas, H. (1972). Philosophical reflections on experimenting with

human subjects. In Experiments with Human Subjects, ed. P. Freund,

pp. 1–31. Allen Unwin, and in Daedalus 1969 98:219–247.
9 Alderson,P. andMontgomery J. (1996).HealthCareChoices:making

decisions with children, London: Institute for Public Policy Research.

Fulford, K.W.M. andHowse, K. (1993). Ethics of research with psychi-

atric patients: principles, problems and the primary responsibility of

researchers. Journal of Medical Ethics, 19, 85–91.

Nicholson, R.H. (1986). Medical Research with Children: Ethics Law

and Practice, Oxford: Oxford University Press. Mental Health Act Com-

mission (1997). Research Involving Detained Patients. Position Paper 1

Nottingham: Mental Health Act Commission.

The primary moral duties when recruiting to research
are:
(i) to ensure that the participation is voluntary and un-

coerced
(ii) to recruit a sample appropriate to the research

question/hypothesis and scientific methodology
(iii) to ensure that recruits are chosen in a non-

discriminatory manner.
The first point relates to the process of recruitment. Whilst
few, if any, practitioners could be accused of forcing their
patients to become research participants, it is important
to recognise the forces that work against voluntariness in
this context. The fact of being a patient is often enough to
makeanindividual feeldisempowered,dependentandcer-
tainlyapprehensive.Practical realities, suchas longwaiting
times for appointments or procedures, might make a pa-
tient unwilling to rock the boat, once they have been seen.
Despite several high profile cases of misconduct in the
late 1990s, doctors still command respect in our society,
and individual patients might take the fact that an invita-
tion has come from their doctor as an endorsement. This
might be particularly true in the context of a long-termcar-
ing relationship where the patient might assume that any-
thing the doctor proposes is bound to be in the patient’s
interest.
In the context of non-therapeutic research, the issue of

payment sometimes arises and with it the potential for in-
ducement or manipulation. This subject reappears in its
own right below, but suffice to say that, in terms of permit-
ting the appropriate recruitment of volunteers, it is impor-
tant to ensure that the level of financial reward available is
not so high as to lead people to unreasonably discount the
risks they might run by participating.
The second requirement – a demand for appropriate

sampling – is generated by the pre-existing duty to pro-
duce scientifically valid work that has a chance of produc-
ing valuable results. Sometimes the inclusion criteria are
determined by the subject under study and the method-
ology employed. So, an interview-based study looking at
pregnant women’s views on, or experience of, midwifery
care would justifiably exclude all men and non-pregnant
women. However, the same study might seek to exclude
non-English speaking women. The reason given might be
the lack of resources for translation. In another case there
might be an age limit or an exclusion of women of child-
bearing age. In all cases the important issue is the reason
given and whether or not it should be seen as scientifi-
cally andmorally relevant. In practice,many exclusions are
based on financial or pragmatic considerations and there
would be a much better scientific result if a wider group
were recruited. In somecases the result of excludingpeople
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onthebasisof race,classorgender isplainlydiscriminatory
and should be challenged.
The third point relates to the inclusion and exclusion

criteria that might be morally acceptable or unacceptable
in clinical research. In the past we have largely accepted
the idea that one protects vulnerable groups by excluding
them from research. However, we now realise that this can
lead to those groups becoming even more vulnerable be-
cause theyarerenderedtherapeuticorphansdueto the lack
of research involving people like them. The obvious cases
are children, the elderly, and people with cognitive impair-
ment. A right to equal treatment means that the members
of vulnerable groups should be able to access treatments
that have been appropriately tested, and this must involve
the recruitment of members of the group to clinical trials.
However, where their extra vulnerability is proven (rather
than wrongly assumed), steps must be taken to offer them
appropriate protections.
In evaluating a research protocol one needs to

address:
(i) the suitability of the inclusion/exclusion criteria given

the scientific methodology
(ii) in the absence of valid scientific reasons, the moral

reasons for excluding potential participants
(iii) the manner in which recruitment is managed and the

context within which it occurs.

Participants not subjects

One of themost significant implications of a deontological
approach is that the person involved in research can, and
should, be characterised as something other than a mere
subjectorobjectofscientificcuriosity.Onewayofunderlin-
ing this is to use the term, research participant, as opposed
to research subject. By adopting the title participant one
highlights the importance of avoiding the use of people as
means to ends, and instead acknowledges their indepen-
dent status, their rights, and the duties we have towards
them. Furthermore, by incorporating the idea of partici-
pation, one suggests the scope for active involvement in
research design, conduct and dissemination which many
see to be of both scientific and moral value. Admittedly,
in some contexts full participation is not possible, and the
termmightseeminappropriate. Inothersituations individ-
ualsmight be happierwith the passive role of subject. Even
so, the symbolic value of the term is significant, and should
be preferred in the majority of cases. One of the potential
advantages of engaging people as participants rather than
subjects is that they might more easily recognise and em-
brace some of the duties that they need to acknowledge

in order to secure a valid and ethical outcome from the
research.
Whilst thedeontologistswill notwish tounquestioningly

sacrifice the interests of research participants to a greater
good such as significant scientific advance, they must rec-
oncile the duties of researchers and the rights of partic-
ipants in such a way as to ensure maximum protection
and scientific viability. A participant will be given signifi-
cant rights, which enable them to withdraw from any trial
should theywish to do so, but whilst participating theywill
be bound by certain duties which are seen as necessary
for the scientific validity of the trial and the ethical protec-
tion of participants. So, whilst consent remains valid, the
participant is bound to a duty of concordance with the re-
quirements of the protocol being followed; this might in
turn entail a duty of openness and veracity in the reporting
of experiences relevant to the trial.

Consent

One of the most fundamental ways in which we demon-
strate our respect for others is by gaining their consent
to actions that will impact upon them. In medical treat-
ment generally and in clinical research specifically there is
a moral and legal duty upon health-care professionals to
acquire the consent of participants. Raanon Gillon tells us
that consent in a health-care setting entails:

. . . a voluntary un-coerced decision made by a sufficiently

autonomous person on the basis of adequate information to ac-

cept or reject some proposed course of action that will affect him

or her.10

It is important to stress that consent is a process, not a
single event, and that the ethical standards which must
be met to ensure the validity of the consent might be far
morestringent than the legalones.Asignatureonaconsent
form means very little in the absence of a full account of
how it was acquired. This subject could fill a book in its
own right,11 but it is possible to sketch in the major issues
that arise in relation to acquiring a research participant’s
consent.
� Concerns about voluntariness and coercion re-emerge,
as outlined above in relation to recruitment. It is impor-
tant not to approach those whose autonomy is known to
be too compromised to allow them to consent, but it is

10 Gillon, R. (1986). Philosophical Medical Ethics, p. 113. Chichester:

JohnWiley.
11 Doyal, L. andTobias, J.S. (eds.) (2001). InformedConsent inMedical

Research, London: BMJ Books.
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also important to support thosewhomight be vulnerable
to coercion despite their competence and autonomy in
other contexts.

� Information giving is key to the successful consent pro-
cess, just as it is crucial to a valid consequentialist eval-
uation of pros and cons. Information must be suffi-
ciently detailed to allow for an informed choice between
the various options; it must be appropriately aligned to
what the patient already knows about their condition
and their prognosis.12 It must be provided in clear and
non-patronising language, and, where necessary, in the
language of the non-English speaking participant. The
way in which information is given should be appropri-
ate to the context and to the individuals involved, wher-
ever possible combining verbal and written information
and, if necessary, as in the case of children or cognitively
impaired adults, visual aids. As experienced committee
memberswillknow, there isanart toproducingagoodpa-
tient informationsheet,andsometimespractitionersfind
themselves on a steep learning curve.

� Ideally, a participant should be given time to deliberate
upon the information they have been given before decid-
ingwhetherornot to consent. This shouldusuallybepos-
sible through the appropriate timing of information giv-
ingandthroughthecarefulstagingof theconsentprocess.
However, in some contexts an immediate decision is re-
quired,13 andwearewell aware that theseare thecontexts
inwhich issues of consent can become very problematic.
Where there is no time for measured deliberation, it is
particularly important that information is givenas clearly
and as fully as possible and that those giving consent
(sometimes on behalf of children or incompetent adults)
are encouraged to ask as many questions as they want.

� Consent should be seen as an on-going requirement
rather than as a one-off event at the start of a project.
This raises questions about how informed a participant
should be kept, given that information collected in the
course of the trialmight, if known, affect theirwillingness
to continue. Good scientific practicemight require that a
participant continues in a trial until definitive results can
be produced, even if early results suggest that a trial drug
showspromisingresults.Thiswouldbethecaseif thedrug
was being compared to an acceptable, though possibly

12 Tobias, J.S. and Souhami, R.L. (1993). Fully informed consent may

be needlessly cruel. BMJ 307, British Medical Journal, 199–201.
13 Biros, M.H., Lewis, R.J., Olson, C.M., Runge, J.W., Cummins, R.O.

and Fost, N. (1995). Informed consent in emergency research: consen-

sus statement from the coalition conference on acute resuscitation and

critical care researchers. Journal of the American Medical Association,

272, 1283–7.

slightly inferior, alternative, and in such a case itmight be
acceptable to keep participants in the dark until the trial
is complete. However, where information relating to sig-
nificantharmsbecomesavailable, therewouldbeamoral
duty to ensure that consent was re-negotiated in the
knowledge of this. In some extreme cases a practitioner
could decide to withdraw patients from a trial, despite
their willingness to continue, if she thought that the risks
had become too high. Thus there might be a duty to re-
visit consent in the face of reported adverse events, but if
there is a suggestion in the data that a trial drug is signifi-
cantly better than a standard treatment, this information
could be withheld until the data is sufficiently robust.
(The situation would probably look different if one was
looking at a new treatment for a life-threatening disease
for which there was no effective treatment at present.)

� All LREC andMREC committeemembers will be familiar
with the need to reassure participants of their right to
withdraw at any timewithout needing to provide reasons
for doing so, and in the knowledge that their care will not
suffer as a result. This is an important right which must
be underlined given theworries about coercion andnon-
voluntariness outlined above. Without the right to refuse
or withdraw, the right to consent is meaningless, a diffi-
cult issue in English law as it relates to consent ofminors.

Confidentiality and anonymity

Medical data is highly sensitive, and health-care profes-
sionals have always acknowledged an explicit duty of con-
fidentiality to their patients. More so than ever with the
growth of genetics, we have an interest in keeping tight
control over information about our bodies. Other changes
are also having an impact, with the growth ofmulti-agency
involvement in patient care; research problems can arise
in the context of multi-disciplinary research if the profes-
sional groups involved do not share the same attitude and
commitment to preserving the confidentiality of patients.
The growing importance of qualitative research heightens
the need to address the ethical issues relating to the col-
lection, storage and analysis of potentially sensitive data.
Particularly where samples, data or records are going to
be stored over a long period of time, or where there is the
potential for their being used for multiple purposes, the
initial assurance of confidentiality and anonymitymust be
honoured.14

14 Gostin, L. (1991). Ethical principles for the conduct of human sub-

ject research: population based research and ethics, Law Medicine and

Health Care, 19, 191–202.
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This is an area in which duties of research participants
might also need to be made explicit. For example, in the
contextofqualitative research involvinggroupdiscussions,
participants need to understand that they also have a
dutyof confidentiality towards their fellowparticipants.Or,
where participants have been brought together in a com-
mon location for treatment or testing, they should under-
stand that anyotherpeople attendinghave the right for this
to remain confidential.

Dissemination

At the beginning of this piece, it was argued that the sci-
entific integrity of a piece of research is a necessary com-
ponent of its ethical value. This issue extends beyond the
design and themanagement of the research to its comple-
tionanddissemination. It is increasingly stressed that there
is strong duty to publish and publicise research findings.
One can see that there would be consequentialist support
for this idea where the results would clearly benefit soci-
ety, but theconsequentialist could theoreticallydecide that
publication of some research finding would not be in the
public interest. Publication of results needs to be handled
delicately in order topreserve anonymity andconfidential-
ity but also to minimise the harms associated with publi-
cation.

Recompense or compensation

As mentioned above, deontologists care about moral mo-
tivation and distinguish between good and badmotives. A
consequentialist, on the other hand, believes that secur-
ing the appropriate outcome is the priority, and that we
should motivate people to contribute towards good ends.
Thisdifferencecomestotheforewhendiscussingthepossi-
bility of offering financial reward to those who participate
in research. The deontologist might face difficulties with
this issue, wishing on the one hand to protect participants
from exploitation, but also preferring that they participate
for the ‘right sort of reasons’ for example, altruism as op-
posed to financial need. This preference is not simply born
of a desire to promote themoral welfare of the participant,
but might also be linked to worries about inducement
and indirect coercion. Thus consent which is given when
the only rewards are the rewards of being a good person
might be seen as more robust than consent which is given
on the promise of financial or other benefit. Having said
this, the financial realitymight be that the person conduct-
ingtheresearchisbeinghandsomelyrewarded,anditcould

be seen as unfair not to pass some of the benefit on to the
participants.

Conclusion: tempered consequentialism

Anyone who has studied moral philosophy will know how
difficult it is to give a fair account of differing approaches
tomoral reasoningwithout devoting farmore space than is
availablehere.Theywill alsoknowthat thereareotherways
of thinking aboutmoral questions that have not even been
given a mention. It is rare these days for people not to be
aware of the work of the American theorists, Beauchamp
and Childress, who propose a form of moral principalism
whichhas gainedwidespread support amongst health care
professionals.15 Similarly, much has been done in recent
years to revive the tradition of virtue ethics which traces its
roots back to the work of Aristotle.16 Feminist ethics now
has a rich and varied literature, which has contributed
usefully tomany debates. All these approaches have some-
thing to offer, but the priority here has been to present an
introductoryguidetotwowaysof thinkingwhichintuitively
appeal at some level to most people. A further aim has
been to show some of the incompatibilities between
these approaches, in the interests of de-personalising
some of the disputes that might emerge during committee
deliberations.
With this inmind,we invite you to use themany forms of

guidance available in thismanual to help decidewhether a
piece of work offers significant enough benefits to appro-
priateparties to justify thepredictedcosts involved.Having
decided this, one then has to decide whether the partici-
pants upon whom the success of the venture depends can
be safely and appropriately recruited and adequately pro-
tected during their participation. If that is possible, then
practical mechanisms need to be put into place to secure
these ends, and the research needs to be monitored to en-
sure that the safeguards remain in place. Thus a combina-
tion of approaches is required, borrowing the larger per-
spective from the consequentialist, and the specific detail
from the deontologist. The goal of an ethics committee is
to facilitate ethically sound practice, and to encourage re-
searchers to honour their moral responsibilities towards
participants. This is not an easy task, but society should
be grateful to those who accept the responsibility and who
give time and effort to ensuring that health-care practice is

15 Beauchamp, T. and Childress, J. (2001). Principles of Biomedical

Ethics. 5th edn. Oxford: Oxford University Press.
16 Crisp, R. and Slote, M. (1997). Virtue Ethics. Oxford: Oxford Read-

ings in Philosophy.
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informed by evidence based on scientifically and ethically
acceptable research.

SUGGESTED READING

BMA (1993).Medical Ethics Today: its Practice and Philosophy. London:

BMJ Publishing Group.

Davis,N. (1991).Contemporarydeontology. InCompanion toEthics, ed.

P. Singer, pp. 205–218. Oxford: Blackwell.

Doyal, L. and Tobias, J.S. (eds.) (2001). Informed Consent in Medical

Research. London: BMJ Books.

Foot, P. (1978). Virtues and Vices and Other Essays in Moral Philosophy.

Oxford: Blackwell.

Freeman, B. (1987). Equipoise and the ethics of clinical research.N Eng

J Med, 317, 141–145.

Glover, J. (ed) (1990). Utilitarianism and Its Critics. Macmillan.

Jonas, H. (1972). Philosophical reflections on experimenting with

human subjects. In Experiments with Human Subjects, ed. P.

Freund, pp. 1–31. Allen Unwin. and in Daedalus 1969 98:219–247.

O’Neill, O. (1991). Kantian ethics. In Companion to Ethics, ed. P. Singer,

pp. 175–185. Oxford: Blackwell.

Oakley, A. (1990). Who’s afraid of the randomized controlled trial? In

Women’s Health Counts, ed. H. Roberts, pp. 167–194. Routledge.

Scheffler,S. (ed). (1988).ConsequentialismanditsCritics.Oxford:Oxford

Readings in Philosophy.

Smart, J.J.C. and Williams, B. (1973). Utilitarianism: For and Against.

Cambridge: Cambridge University Press.

Smith, T. (1999). Ethics in Medical Research: A Handbook of Good

Practice. Cambridge University Press.

USEFUL WEBSITES

Alder Hey (Royal Liverpool Children’s Inquiry)

http://www.rlcinquiry.org.uk/download/index.htm

The American Journal of Bioethics

http://ajobonline.com/

The Bristol Royal Infirmary Inquiry

http://www.bristol-inquiry. org.uk/

British Medical Association

http://www.bma.org.uk/

Bulletin of Medical Ethics

http://www.bullmedeth.info/

Centre of Medical Law and Ethics

http://www.kcl.ac.uk/depsta/law/research/cmle/

Committee on Publication Ethics

http://www.publicationethics.org.uk

Ethical issues in research – bibliography

http://www.nlm.nih.gov/pubs/cbm/hum exp.html

The Hastings Center

http://www.thehastingscenter.org/

Informed Consent in Medical Research

http://www.informedconsent.bmjbooks.com/

Journal of Medical Ethics

http://jme.bmjjournals.com/

Kant and Kantian ethics

http://ethics.acusd.edu/kant.html

Kennedy Institute of Ethics Journal

http://muse.jhu.edu/journals/

kennedy institute of ethics journal/

Medical Research Council

http://www.mrc.ac.uk/index/public interest/

ethics and best practice.htm

Royal College of Physicians of London

http://www.rcplondon.ac.uk

Stanford Encyclopaedia of Philosophy

http://plato.stanford.edu/contents.html

Utilitarian ethics

http://ethics.acusd.edu/utilitarianism.html



2

Research ethics committees and the law
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The legal framework for the regulation ofmedical research
on human beings has not been set out in legislation. As
a result, many developments have taken place through
the publication of official circulars and guidance. For ex-
ample, the current framework for the functions and op-
eration of Research Ethics Committees is described in
the Department of Health document Governance Arrange-
ments for NHS Research Ethics Committees (July 2001).
This document replaces the Department of Health cir-
cular HSG(91)5 which required District Health Authori-
ties to set up local Research Ethics Committees (LRECs)
in 1991, and circular HSG(97)23 which dealt with the es-
tablishment of Multi-centre Research Ethics Committees
(MRECs) in 1997. (These documents apply to England and
Wales, but there are equivalent documents for Scotland.)
These official publications do not have the same legal
force as legislation. Therefore, Research Ethics Commit-
tees do not have the legal status of a statutory body, with
clearlydefined legalpowersandduties.Thus, anyauthority
that an Ethics Committee wields is informal and extra-
legal. Such authority should not, however, be underesti-
mated.Within theNationalHealth Service, theGovernance
Arrangements for NHS Research Ethics Committees places
a clear responsibility upon Health Authorities to set up,
support and monitor NHS Local Research Ethics Com-
mittees, and the Department of Health’s document, The
ResearchGovernanceFramework forHealthandSocialCare
(2001), states: ‘The Department of Health requires that
all research involving patients, service users, care profes-
sionals or volunteers, or their organs, tissue or data, is re-
viewed independently toensure itmeetsethical standards.’

Theoriginal versionof this articlewaswrittenby IanKennedy in1994.

The article was revised and updated by Phil Bates of The School of Law,

King’s College London in 2001, who takes responsibility for its current

accuracy.

(para 2.2.2) Therefore, although there is no clear legal obli-
gation on a potential researcher to submit a protocol to
an Ethics Committee for approval, researchers within the
NHSwillbedeniedaccess topatientsanddatawithoutsuch
approval. Furthermore, those who fund research ordinar-
ily stipulate that research must be approved by a Research
Ethics Committee if it is to be funded. In relation to the
publication of research, it is standard practice, at least in
English journals, for editors not to publish research results
if proper approval was not sought or given.
European Law has also had an impact upon the legal

framework for medical research. On November 29, 1993,
therecame into force theMedicines (Applications forGrant
of Product Licences – Products for Human Use) Regula-
tions 1993 (SI 1993 No. 2583). This gives effect to the 1991
Directive 91/507/EEC of the European Union, which re-
quires ‘all phases of clinical investigation’ to be in accor-
dance with ‘good clinical practice’. It has sometimes been
argued that this reference to ‘good clinical practice’ is a ref-
erence to the European Community’s Guidelines on Good
Clinical Practice for Trials on Medicinal Products in the
EuropeanCommunity, issued in1991,andthat theseguide-
lines have legal force as a result. However, these guide-
lines have been replaced by the ICH Good Clinical Practice
Guidelines, which have not been incorporated into English
law, and the better view may be that the 1991 guidelines
did not have legal force in any case. Further developments
in the European Law relating to clinical trials are likely as a
result of the implementation of the Clinical Trials Directive
2001/20/EC. This directive was agreed in 2001, and imple-
mentation is due to take place during 2003/4.
Finally, as a matter of Human Rights Law, a Research

Ethics Committee is likely to be recognised as a ‘pub-
lic authority’, which is defined by the Human Rights Act
1998 to include ‘any person certain of whose functions are
functions of a public nature’. Under the Human Rights Act,

15
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it is unlawful for a public authority to act in a way that is
incompatible with the ‘Convention rights’. These are the
rights in the European Convention on Human Rights that
are incorporated into English law by the Human Rights
Act. Therefore, Research Ethics Committees may need to
considerArticle3of theEuropeanConvention,whichstates
that: ‘No one shall be subjected to torture or to inhuman
or degrading treatment or punishment.’ In X v Denmark,
Application No 9974/82, the European Commission of
Human Rights stated that ‘medical treatment of an ex-
perimental character and without the consent of the per-
son involvedmayunder certain circumstancesbe regarded
as prohibited by Article 3.’ Another important Convention
right, is the right to respect for private and family life, under
Article 8 of the European Convention. Although the right
to privacy and family life is not absolute, interference with
this right should be ‘proportionate’ to achieve a legitimate
purpose, as defined in Article 8.2.
The role of the Research Ethics Committee is to advise.

It does not itself authorise research. This is the responsi-
bility of the NHS or other body under whose auspices the
research will take place. That said, once a Research Ethics
Committee constitutes itself and reviews research propos-
als, it takes on legal duties. These duties derive from the
central purposes of the Committee: to protect the dignity,
rights, safety and well-being of all actual or potential re-
search participants, while ensuring that valid and worth-
while research is carried out. According to Governance
Arrangements for NHS Research Ethics Committees: ‘RECs
are responsible for acting primarily in the interest of po-
tential research participants and concerned communities,
but they should also take into account the interests, needs
and safety of researchers who are trying to undertake re-
search of good quality. However, the goals of research and
researchers, while important, should always be secondary
to the dignity, rights, safety, and well-being of the research
participants.’ (para 2.3)
Research Ethics Committees are not courts or legal ad-

visors. Therefore, it is not the function of Research Ethics
Committees to provide legal advice, or to provide authori-
tative resolution of legal issues, even if the committee has
members with legal expertise. The Department of Health’s
ResearchGovernance Framework states: ‘It is not the role or
responsibility of the research ethics committees described
above to give legal advice, nor are they liable for any of their
decisions in this respect. Irrespective of the decision of a
research ethics committee on a particular application, it is
the researcher and theNHSor social care organisationwho
have the responsibility not to break the law. If a research
ethics committee is of the opinion that implementation
of a research proposal might contravene the law, it should

advise both researcher and the appropriate authority of its
concerns. The researcher and the organisation will need
then to seek legal advice.’ (para 3.12.7)
The Research Governance Framework states that ‘re-

search ethics committees and their members must act in
good faith and provide impartial and independent advice
within their remits and terms of reference.’ (para 3.12.2).
In order to provide such advice, the single most important
legal duty imposed on the members of the Committee is
to address those issues that are relevant to any decision
about a research proposal before deciding whether or not
to approve it. To comply with this duty, Committee mem-
bers must satisfy themselves on a number of matters, and
in particular, those listed in paragraphs 9.13–9.18 of the
Governance Arrangements for NHS Research Ethics Com-
mittees, which relate to:
� scientific design and conduct of the study
� recruitment of research participants
� care and protection of research participants
� protection of research participants’ confidentiality
� informed consent process
� community considerations.
The duties described above are imposed on Committee

members as individuals, since theCommittee has no sepa-
rate legal identity. It follows fromwhathasalreadybeensaid
that Committee members have onerous responsibilities,
and it is necessary to consider the circumstances in which
membersmay incur legal liability for breachof their duties.
Itcouldbesaidthat, sincetheroleof theCommittee issolely
advisory, noquestionof liability arises, as thefinal decision
to authorise a research project is made elsewhere. Since,
however, theCommitteeexists toprovideexpert adviceand
can assume its advicewill be relied upon, it is doubtful that
this argument would prevail. On this basis, it is likely that
Committeemembershaveadutyofcare towards thosewho
might be harmed by their involvement in research. How-
ever, a successful claimwould need to show that there had
been a breach of this duty, because the Committee mem-
ber has not acted reasonably. It is a matter for debate what
the lawwould require of a reasonable Committeemember.
However, a failure on the part of a Committee member to
satisfy him or herself on any of the issues referred to above
might render him or her liable to a legal claim in negli-
gence by a research participant if the research participant
suffers harm as a consequence. (Obviously, the Committee
member will not be in breach of his or her duty if a partici-
pant is harmed through the carelessness of the researcher.)
Note, however, that the law does not require the Commit-
teemember to get things right. Rather, as has been said, the
obligation is to behave reasonably. Clearly, the expertise of
themembermay limit what he or she can do, but the law is
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likely to require that any reasonablememberfindingamat-
teronwhichheorsheisunsure,shouldseekadvice, (subject
to the constraints of confidentiality), and may not simply
remain in a state of ignorance. Further attempts to partic-
ularise what is reasonable may not be helpful, since much
will depend on the facts of any particular case, and the
resources and backgrounds of the particular Committee
(subject, of course, to the proviso that a certain basicmini-
mumofresourcesmustbeavailable).Forexample, theobli-
gation to satisfy themselves that proper arrangements exist
for compensation in the event of injury may appear oner-
ous to many members who would argue that they are not
specialists in insurance and finance. The response may be
that their duty is to make reasonable enquiry, to ascertain,
in other words, that the investigator is aware of the need to
arrange indemnity and that he or she is making provision
for it. To expect more of members may be unreasonable.
Finally, even if a Committee member can be shown to

have acted unreasonably, it will be necessary to show that
thisbreachofdutyhascausedharmto the researchsubject.
It will also be possible to argue that the allocation of dam-
ages should reflect the relative responsibilities of others,
such as those carrying out the research itself. As has been
said, if aCommitteememberwere found liable, this liability
would be personal. Thus, each Committee member must,
if he or she is to serve on a Committee,make all reasonable
efforts to comply with these various duties. If unable to do
so, despite reasonable efforts, the wise course would be to
resign so as to avoid incurring liability. In addition, mem-
bers would be well advised to ensure that they are indem-
nified against the possibility of legal proceedings. TheGov-
ernance Arrangements for NHSResearch Ethics Committees
acknowledges the possibility of legal actions againstmem-
bers of RECs, when it states: ‘The appointing Authority will
take full responsibility for all the actions of a member in
the course of their performance of his or her duties as a
member of the REC other than those involving bad faith,
wilful default or gross negligence. A member should, how-
ever, notify the appointing Authority if any action or claim
is threatened or made, and in such an event be ready to
assist the Authority as required.’ (para 4.14)

As well as the possibility of legal actions for negligence
against Committee members, there is a further cluster of
duties imposed on Research Ethics Committees, which
might be the subject of applications to the courts for judi-
cial review, seeking to have the decision of the Committee
declared invalid. (In another context, a judicial review ac-
tionwas brought against an Ethical Committee decision in
R v Ethical Committee of St Mary’s Hospital (Manchester)
ex parte H [1988] 1 FLR 512.) Judicial review actions are
likely to focus upon whether the decision of the Commit-
tee is within its terms of reference, has been made fairly,
and in accordance with Human Rights law, or whether the
decision is so unreasonable that no reasonable Committee
would havemade such a decision. It is conceivable that ac-
tions of this sort might be brought by a researcher who has
been denied approval. Finally, there are a range of admin-
istrative obligations placed upon Committees, particularly
those listed in the Governance Arrangements for NHS Re-
search Ethics Committees,which relate to the composition
of the Committee, its working procedures, and documen-
tation of its decisions.
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The regulation of medical research: a historical overview

Richard H. Nicholson

Bulletin of Medical Ethics

Attempts to regulate the conduct of medical research have
a surprisingly long history. The first regulations weremade
just over 100 years ago. Since 1970, however, there has been
exponential growth in writing regulations, laws, codes of
practice and guidelines. Such activity would suggest that
they are an effective way of ensuring high standards of eth-
ical conduct in research involving humanparticipants, but
there is little evidence to show this to be true.
Many regulations, including the earliest, have beenwrit-

ten in response to various scandals in medical research.
Public outcry at the abuse of human rights in medical
experiments in the Nazi concentration camps, or in the
Tuskegee syphilis study, for instance, led to the writing of
the Nuremberg Code and the US National Research Act.
Yet a review of the development of research ethics in the
twentieth century suggests that such scandals may have
made little difference. What seems to be making some dif-
ference is the commercial pressure exerted by the phar-
maceutical industry to ensure that Good Clinical Practice
standards are applied wherever pharmaceutical research
is undertaken, to satisfy regulatory agencies. This has been
mediated through various transnational guidelines, which
individual countries have subsumedas lawsor regulations.

Early German scandals

Another perception needing to be challenged is that in-
formed consent was somehow an American invention,
after the SecondWorldWar, or perhaps evenmore recently.
In fact, a legal requirement for the informed consent of the
subjectofhumanexperimentationwasfirstmadeinamini-
sterial directive issued inBerlin in1900.Theneed for sucha
directivearose fromtheworkofProfessorNeisser – remem-
bered now by the organisms that cause gonorrhoea and

meningitis – neisseria gonorrhoea and neisseria meningi-
tidis. In1898,at theUniversityofBreslau,hetriedtodevelop
an anti-syphilis serum. He injected cell-free serum from
syphilitic patients into other patients –mostly prostitutes –
without their full knowledge or consent: some developed
syphilis as a result. In 1900 the Royal Disciplinary Court
(of Prussia) fined him and levied costs, together represent-
ing two-thirds of his annual income.
The Prussian parliament discussed the case, and the

Minister for Religious, Educational and Medical Affairs is-
sued a regulation in 1900, of which the following is the first
clause:

Directive to all medical directors of university hospitals,
polyclinics, and other hospitals
I I advise the medical directors of university hospitals,
polyclinics,andallotherhospitals thatallmedical interven-
tions for other than diagnostic, healing, and immunisation
purposes, regardless of other legal or moral authorisation,
are excluded under all circumstances, if
(1) the human subject is a minor or not competent due to

other reasons;
(2) thehumansubjecthasnot givenhisunambiguouscon-

sent;
(3) the consent is not preceded by a proper explanation

of the possible negative consequences of the interven-
tion . . .

Berlin, 29 December 1900.1

The rest of thedirective required that any such intervention
be approved in advance by the director of the institution
and be properly recorded.
Not only was that first regulation of research on hu-

man subjects more restrictive thanmost rules today, but it
specifically required consent to be obtained after relevant

18
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information had been given.What is not clear is howmuch
effect it had inpractice.By the late 1920s therewas frequent
criticism in the German press of unethical research under-
taken by the medical profession, in collaboration with a
creative chemical industry that was soon to produce the
first sulphonamides. As a result, therewas further debate in
the German parliament, and in February 1931 the German
Minister of the Interior issued ‘guidelines for innovative
therapy and scientific experiments onman’. Although only
guidelines, they were given some force by the introduc-
tory statement2 that the Reich Health Council ‘has agreed
that all physicians in open or closed health care institu-
tions should sign a commitment to these guidelines when
entering their employment’.
Grodin rightly calls these guidelines ‘visionary in their

depth and scope’.3 They start by acknowledging the need
both for ‘innovative therapy’ and ‘human experimenta-
tion’ – which today we usually call ‘therapeutic’ and ‘non-
therapeutic’ research – and at the same time remind the
physician of his ‘. . .major responsibility for the life and
health of any person . . . ’ on whom he performs research.
They stress the importance of keeping to the principles
of medical ethics, of prior assessment of risks and ben-
efits, of obtaining consent, of giving extra protection to
subjects under 18 years of age, of not exploiting social
hardship, of having a senior physician in charge of all
research, of training physicians about their special du-
ties when acting as researcher, and of writing up thor-
ough reports of the research. However, although these
guidelines may have been visionary, and even though
they remained valid until 19454, they were no match
for the Nazi ideology that permitted and encouraged
horrendously inhumane ‘experiments’ in the concentra-
tion camps, without any semblance of volunteering or of
consent.
The other great totalitarian state of the 1930s also de-

veloped legal regulation ofmedical research. In Russia dis-
seminationof newsandviewswas too tightly controlled for
anypublicoutcry aboutunethicalmedical research tohave
been possible. But a number of cases of ‘medical experi-
mentation’ by doctors produced adverse effects in patients
and caused disquiet. The work of ‘legal and investigatory
institutionswascomplicatedby theabsenceofofficial rules
regulating the conditions of medical experimentation’.5 So
theScientificMedicalCouncil of thePeople’sCommissariat
ofHealthCare set up a commission to develop rules, which
were published as a decree in 1936.6 Like the German di-
rective of 1931,many of the decree’s concepts are similar to
those later found in theDeclarationofHelsinki: theremust,
for instance, be prior animal experiments, there must be

informed consent, and the results of the research must be
reported.
None of these three regulations was well known out-

side Germany and Russia, whereas the responses to the
Nazi concentration camp experiments became very well
known. The first response was the ‘Doctors’ Trial’, starting
in Nuremberg in 1946, in which 23 physicians were put on
trial for crimes against humanity. Part of the judgement7

deliveredby the entirely American tribunal in 1947became
knownas theNurembergCode: it sets out ten fundamental
principles for the ethical conduct of medical research, and
startswith the blunt statement that ‘The voluntary consent
of the human subject is absolutely essential’.
The second response was the setting up of the World

Medical Association. By having a global organisation of
physicians itwashoped that ethical standardsofbehaviour
could be agreed, in which doctors around the world could
besupportedbyasenseofglobal solidarity.Atanearly stage
it became clear that theWMAwould have to set down ethi-
cal principles for medical research, not least because the
Nuremberg Code was almost totally ignored. Physicians
and researchers outsideGermany regarded it as something
that applied just to nasty Nazis: as Jay Katz put it ‘It was a
good code for barbarians but an unnecessary code for or-
dinary physician–scientists’.8 The WMA agreed some brief
principles in 1954, andworkedon them for a decadebefore
the first Declaration of Helsinki was agreed at its meeting
in Helsinki in 1964.9

The need for clear guidance was becoming apparent. In
1966, Henry Beecher in the US,10 and a year later Maurice
Pappworth in the UK,11 created immense public and pro-
fessional debate with their publications demonstrating
how much flagrantly unethical research was going on in
each country.Oneof the unethical studies citedbyBeecher
was the injecting of cancer cells into elderly, debilitatedpa-
tients at the Jewish Chronic Disease Hospital in New York
in 1963. Since it had been funded by the US National In-
stitutes of Health, an enquiry was held which resulted in
an order to all institutions receiving funding from them
to set up ethics review committees. This led to the ear-
liest European research ethics committees being estab-
lished. Pappworth’s book, scandalous though its contents
may have been, was either ignored or vilified in the UK.
Both publications demonstrated that, even if there were
awareness of the existence of the Nuremberg Code among
researchers, it had no influence on ethical standards in
research in the US or UK.
It was anothermajor scandal that led to the firstmodern

law regulatingmedical research to be passed, in theUnited
States. The scandal was the revelation of the Tuskegee
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syphilis study. It started in 1932, to study the natural
history of syphilis in about 400 blackmen,mostly poor and
uneducated, in Alabama. They were not told of the study,
but were told they had ‘bad blood’ and were followed up
regularly,alongwithabout200controls.Theirco-operation
was relatively easily obtained, with promises of free trans-
port and freehot luncheson studydays, andof freemedical
care andburial, after autopsy. The researcherswent to con-
siderable lengths to try to ensure that they did not receive
specific treatment:by the time the studywashalted in1972,
however, as many as one-third of the men may have had
curative treatment for their syphilis.
The studywas runby theUSPublicHealthService. APHS

physician, on hearing of the study in the 1960s had tried
hard to have it stopped, but an ad hoc committee decided
in 1969 to continue it. It was onlywhenTheNewYork Times
broke the story in July, 197212 that the study was halted.
Another, external, committee concluded that the research
hadbeenunethical fromthebeginning,andrecommended
setting up a national board to regulate federally funded
research with human participants.13

There was a dual response to this scandal. The US
Congress passed the National Research Act in 1974, which
established the National Commission for the Protection of
Human Subjects of Biomedical and Behavioral Research.
Over the next few years it issued valuable reports on sev-
eral aspectsof researchethics, including thedocument that
came to be known as the Belmont Report.14 Also in 1974, a
new chapter was added to the Code of Federal Regulations
(CFR), requiring that federally fundedresearchshouldhave
prior review by an Institutional Review Board (IRB), and
laying down minimum standards for obtaining informed
consent for research interventions. The work of the Na-
tionalCommissionwas reflected inaseriesofamendments
to the CFR, which reached something close to its present
state in 1981.
How effective the American regulations have been is a

matter for conjecture. Many IRB members confess that
their time is spent on assessing whether research pro-
posals meet the regulatory requirements, rather than on
discussing whether they are ethical. In recent years there
have been several high-profile, but temporary, shutdowns
of some of the largest medical research programmes in the
US,15 because of their failure to follow the regulations. The
US isnowmovingbeyondregulations tocertificationof IRB
administrators, accreditation of programmes of protection
for human research participants, and mandatory training
in research ethics for researchers.
In the UK, the making of regulations on the conduct of

medical research has also depended on having a scandal
but, although several examples of unethical research in

recent years could be cited, it was not until the late 1990s
that the necessary scandal arose. Parental complaints, that
theirpremature infants inNorthStaffordshirehadbeenput
into a study of an alternative sort of ventilatorwithout their
knowledge or consent, led to the setting up of the Griffiths’
inquiry.16 While the full story may yet take some time to
emerge, the inquiry’s recommendations have developed
into the framework for researchgovernance, and the gover-
nance arrangements for research ethics committees. Their
effectiveness, or lack of it, will take a while to demon-
strate, but there is one hopeful sign. Unlike the other reg-
ulations discussed, the authorities have promised that the
money necessary tomake the newUK schemeworkwill be
provided.
The financial element may be crucial, because the reg-

ulations that seem to have been most effective are the
Good Clinical Practice (GCP) arrangements for research
sponsored by the pharmaceutical industry. In July 1990,
GCP guidelines prepared by the Committee for Propri-
etary Medicinal Products of the European Commission
were finally approved.17 Although the guidelines lacked le-
gal force, European drug regulatory authorities expected
the pharmaceutical industry to keep to them if the results
of their clinical trials were to be considered by the regula-
tors for drug licensing. They were extended inMay 1996 by
the International Conference onHarmonisation of Techni-
cal Requirements for Registration of Pharmaceuticals for
Human Use Harmonised Tripartite Guideline for Good
Clinical Practice18 – otherwise known as ICHGCP. Tripar-
tite in the title reflects the agreement to this guideline of
the regulatory authorities in Europe, Japan and the United
States,which require clinical trials for licensingpurposes to
conform to it. The ICH guidelines specify aminimum data
set tobe includedonpatient information sheets,whichhas
helped to improve the level of information given to poten-
tial participants, and also require auditing of research data,
which has led tomost of the discoveries of data fabrication
that have occurred in the UK. Under the terms of the EU
clinical trials directive, most features of the guidelines will
be subsumed into British law by mid-2003.
Just as successive British governments over the last 50

years have felt the need to pass ever-increasing numbers
of laws, so an ever-increasing number of health-care or-
ganisations have writtenmore andmore guidelines on the
conduct of research. The answers to ensuring that med-
ical research involving human participants is conducted
ethically may, however, lie elsewhere: in ensuring that
researchers understand their ethical obligations when un-
dertaking research, and inensuring that ethics reviewcom-
mittees are adequately supported to provide the necessary
oversight.
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The regulation ofmedical research in the UK
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Regulatory responsibilities

Clinical research is controlled in the UK, in Europe and in
most of the world by three different and parallel systems:
1. Legislation: a matter of what the law requires in terms
of actions and responsibilities. The first European Di-
rective intended to address the subject of Good Clinical
Practice was 91/507/EEC1. The European Commission
has recently reported that a second directive, the Direc-
tive on GCP in Clinical Trials, has been adopted. It was
signed off by the European Parliament and Council on
4 April 20012.

2. Regulatory or competent authority overview: the issue
of licences to conduct research, manufacture products
andmarketmedicines for humanuse. This also involves
the supervision of compliance with legal standards and
accepted guidelines and the provision of expert ongoing
safety review.

3. Ethics committee activities: providing pre-study opin-
ion, ongoing review, safety review, termination reports
and acting as an independent referee on behalf of the
subject and society.

Legislation: history

The process of regulation in most areas began with inter-
national codes of practice such as the Nuremberg Code3,
theDeclaration ofHelsinki4 (original version 1964) andna-
tional guidelines for the conduct of clinical trials, which
subsequently evolved into legislation.
In terms of legislation the United States took the lead

with a series ofmeasures through the 1960s to 1980swhich
evolved into the Code of Regulations of the Food and Drug
Administration 21 CFR5. Individual European national

governments together with the European Community6

then produced their own legislation.
Common themes emerged from the various approaches

to GCP and resulted in harmonisation of standards within
Europe7 during the late 1980sandearly 1990sandDirective
91/507/EEC.
During the 1990s amajor international initiative, the In-

ternational Conference on Harmonisation of the Techni-
cal Requirements for Registration of Pharmaceuticals for
Human Use took up the momentum and produced agree-
ment on the harmonisation of requirements in Europe, the
United States and Japan.
Globally, nations not originally part of the ICH initiative

are joining in and adopting these standards and require-
ments.

Current legislation

The recent European Directive on clinical trials requires
Member States to bring in legislation by 1 May 2003 and
implement that legislation by 1 May 2004.
The Directive proposes technical procedures to har-

monise the conduct of clinical studies throughout Europe.
Supplementary implementing texts (guidelines) in line
with the principles of GCP will be introduced under new
comitology procedures. Some work has already been car-
ried out in this context by European Union (EU) GCP
inspectors. Until these are available, the Commission’s
precise intentions with regard to the detailed interpreta-
tion of the provisions of the Directive cannot be stated.
However, some matters are clearly covered in the text

of the Directive itself. Particularly relevant here is that it
makes compliance with the principles of good clinical
practice a legal requirement. It requires all Member States

25
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to put into place inspection procedures to assess this com-
pliance and it addresses a range of other specific issues.
It is important to note that the statement that the princi-

ples of good clinical practice (GCP) shall be adopted and, if
necessary, revised to take account of technical and scien-
tificprogress, isequally relevant tonon-industrysponsored
research and industry sponsored research.

The scope of the Directive

Under the Directive, a clinical trial is defined as any inves-
tigation in human subjects:
� to discover or verify the clinical, pharmacological and/or
other pharmacodynamic effects,

and/or
� to identify any adverse reactions of one or more investi-
gational medicinal products

and/or
� to study absorption, distribution,metabolism and excre-
tion of one or more investigational medicinal products
with the object of ascertaining its (their) safety and/or
efficacy.

What will be the consequences of the Directive?

Themost significant implication is thatall those involved in
the conduct of clinical trials will have their responsibilities,
duties and functions governed by law. These responsibili-
ties will include adherence to GCP principles.
Thus, non-industry sponsors and charitable sponsors

and investigators and the volunteers who make up the
membership of independent ethics committees (IECs) will
become bound to adhere to the same standards to which
those in industry-sponsored research already aspire. Har-
monisation is, in fact,oneof thekey themesof theproposed
Directive.

Ethics Committees

The Directive states that Research Ethics Committees
(RECs) will give an opinion on ‘any subject requested
before a clinical trial commences’. In particular they are
to consider:
� the relevance of the trial and the trial design
� the protocol
� the suitability of the investigator and supporting staff
� the investigator’s brochure
� the quality of the facilities
� the adequacy and completeness of the written informa-
tion to be given

� the procedure to be used for obtaining informed consent
� recruitment arrangements
� thecompensationprovisionsand insuranceor indemnity
arrangements

� the proposed remuneration for investigators and sub-
jects.

The REC is required to give its reasoned opinion to the ap-
plicant and the relevant competent authority.
The time limits envisaged by the Directive require RECs

to supply an initial opinion within 60 days of receipt of a
valid submission. During that period theymaymake a sin-
gle request for supplementary information and the ‘clock
stops’ while the information is provided.

Regulation by the Regulatory Authority in the UK

The Licensing Authority

The Licensing Authority for human medicines in the UK
consists of GovernmentMinisters comprising theMinister
of Health, the Minister of Agriculture, Fisheries and Food
and Ministers in government health departments in
Scotland and Northern Ireland. The Secretary of State for
Health acts on behalf of the Licensing Authority and is re-
sponsible for the control of medicines for human use in
the UK. The Secretary of State receives advice from a De-
partmental Supervisory Board on the Medicines Control
Agency’s plans and performance.

The UK Medicines Control Agency

The United Kingdom Medicines Control Agency is the ex-
ecutive arm of Government that regulates the pharmaceu-
tical sector and implements policy in this area. It operates
as an Executive Agency of the Department of Health and
its primary function is to safeguard public health by en-
suring that medicines on the UKmarket meet appropriate
standards of:
� safety
� quality
� efficacy.
The Medicines Control Agency (MCA) is an Executive
Agency of the UK Department of Health and its Chief
Executive is responsible to the Secretary of State for its
operation.
The MCAMission Statement is:

To promote and safeguard public health through ensuring ap-

propriate standards of safety, quality and efficacy for all medi-

cines on the UKmarket. Also, to apply other relevant controls and

provide informationwhich will contribute to the safe and effective

use of medicines8.
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Additionally, the Agency is required to advise Ministers on
policy relating to pharmaceuticals and regulatory systems
and assistMinisters in achieving their high level objectives
on health.

Aims and objectives
The MCA’s primary objective is to safeguard public health
by ensuring that all medicines on the UKmarket meet ap-
propriate standards of safety, quality and efficacy. Safety
aspects cover potential or actual harmful effects; quality
relates to development and manufacture; and efficacy is a
measureof thebeneficialeffectof themedicineonpatients.
The Agency achieves its objective through:
� a system of licensing before the marketing of medicines
� monitoring of medicines and acting on safety concerns
after they have been placed on the market

� checking standards of pharmaceutical manufacture and
wholesaling

� enforcement of requirements
� responsibility for medicines control policy
� representing UK pharmaceutical regulatory interests in-
ternationally

� publishingquality standards fordrugsubstances through
the British Pharmacopoeia.

Structure
TheMCA is divided into seven divisions, of which three are
particularly relevant to clinical research:

1 Licensing Division

This Division carries out the pre-marketing assessment of
the medicine’s safety, quality and efficacy, examining all
the research and test results in detail, before a decision is
made onwhether the product should be granted amarket-
ing authorisation. The Division is also responsible for the
approval and monitoring of all clinical trials undertaken
on patients in the UK. It is responsible for the licensing
of new drugs, abridged applications, European licensing,
homoeopathic registrations, parallel imports and the ap-
proval of, and monitoring of, safety in clinical trials.
The assessments are undertaken by multi-disciplinary

teams of physicians, pharmacists, toxicologists, scien-
tists and statisticians. In fulfilling this function the Divi-
sion works closely with the Committee on the Safety of
Medicines and the Medicines Commission.

2 Post-Licensing Division

After medicines have been authorised, this Divisionmoni-
tors themasused ineverydaypractice to identifypreviously

unrecognised or changes in the patterns of their adverse
effects. Changes, if necessary, are thenmade to themarket-
ing authorisation. This Division evaluates over 10 000 vari-
ationsmade each year tomarketing authorisations and the
renewal applications made every five years. The Division
is also responsible for any changes to the legal classifi-
cation and supply of medicines, product information and
ensuring advertisements are not false, misleading or sug-
gest indications for use other than those permitted by the
marketing authorisation.
The Post-LicensingDivision is also responsible for phar-

macovigilance, which is the process of:
(a) monitoring medicines as used in everyday practice to

identify previously unrecognised or changes in the pat-
terns of their adverse effects

(b) assessing the risks andbenefits ofmedicines in order to
determine what action, if any, is necessary to improve
their safe use

(c) providing information to users to optimise safe and ef-
fective use of medicines

(d) monitoring the impact of any action taken.
Information frommany different sources is used for phar-
macovigilance including spontaneous adverse drug reac-
tion (ADR) reportingschemes, clinical andepidemiological
studies, the world literature, morbidity and mortality
databases. The Division runs the UK’s spontaneous ad-
verse drug reaction reporting scheme (called the Yel-
low Card Reporting Scheme) which receives reports of
suspected adverse drug reactions from doctors, dentists,
pharmacists and coroners. All suspected adverse reac-
tions should be reported for new medicines; these are
labelled with a � symbol on product information and
advertisements. For established medicines, health pro-
fessionals are requested to report only serious adverse
reactions.

3 Inspection and Enforcement Division

All UK manufacturers, wholesalers and importers of
medicines must also be licensed. This Division carries out
regular inspections of these premises to ensure that the re-
quired standards of quality assurance aremaintained. The
Division also investigates suspected illegal activities and
may prosecute if appropriate. The British Pharmacopoeia
is also produced by staff within the Division, in collabora-
tion with the British Pharmacopoeia Commission.
TheGCPComplianceUnit ispartof the InspectionGroup

within the Inspection and Enforcement Division. The ICH
Note for Guidance on Good Clinical Practice (CPMP/
ICH/135/95)9, defines GCP as ‘a standard for the design,
conduct, performance, monitoring, auditing, recording,
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analyses, and reporting of clinical trials that provides as-
surance that the data and reported results are credible and
accurate, and that the rights, integrity, and confidentiality
of trial subjects are protected’.
GCPinspectorsassesscompliancewiththerequirements

of GCP guidelines and applicable regulations, and this in-
volves conducting on-site inspections at pharmaceutical
sponsor companies, contract research organisations, in-
vestigational sites and other facilities involved in clinical
trial research. At present, these inspections are conducted
on a voluntary basis.
Changes in the UK legislative requirements for clini-

cal trials on medicinal products are anticipated now that
the EU Directive relating to the implementation of Good
Clinical Practice in the conduct of clinical trials has been
adopted. The Directive requires Member States to appoint
inspectors to evaluate compliance with GCP. Inspections
will no longer be voluntary. The GCP Compliance Unit
also works with other EU Member States on GCP inspec-
tions associated with centralised EU marketing applica-
tions; these inspectionsareco-ordinatedby theEMEA(The
European Agency for the Evaluation of Medicinal Prod-
ucts) and the Unit also provides a service to address GCP
queries.

Advisory bodies set up under the Medicines Act10

The Medicines Commission

The Medicines Commission was established in 1968 with
functionsassignedtoitby,orunder, theMedicinesAct1968.
Members are appointed by Ministers. Its most important
roles are to advise Ministers onmatters relating to medici-
nal products including themembership and functioningof
such committees as the Committee on Safety ofMedicines
and to consider appeals against potential decisions of the
Licensing Authority.

Committee on Safety of Medicines (CSM)

The CSM is one of the independent advisory committees
established under the Medicines Act (Section 4) which ad-
vises theUKLicensingAuthority (GovernmentHealthMin-
isters) on the quality, efficacy and safety of medicines in
order to ensure that appropriate public health standards
are met andmaintained.
The Committee’s responsibilities are, broadly, twofold:

� To provide advice to the Licensing Authority on whether
new products (new active substances) submitted to the
UK Medicines Control Agency (MCA) should be granted

amarketing authorisation. These responsibilities require
close collaboration with the MCA’s Licensing Division.

� Tomonitor the safety ofmarketedmedicines, in close as-
sociation with the MCA’s Post-Licensing Division to en-
sure that medicines meet acceptable standards of safety
and efficacy.

Regulatory approval11

A clinical trial is usually arranged by the supplier of the
medicinal product who will ask a practitioner to conduct
a trial using his product. In these cases it is for the sup-
plier to make an application for a product licence, clinical
trial certificateofsupplier’sexemption, submittingdetailed
information on the product and, where necessary, the pro-
tocol for the trial. If appropriate, the Licensing Authority
will then grant the licence, issue the certificate, or approve
the exemption, and the practitioner may proceed with the
trial. Approval, if given, is usually subject to certain condi-
tions; the holder of the licence, certificate, or exemption is
responsible for bringing these conditions to the attention
of the practitioner.

Clinical trial certificate – CTC

During the first 10 years of control of medicines (1971 to
1981) a CTC was required for trials evaluating new active
substances and some established substances for new indi-
cations.
Obtaining a CTC required application to the MCA with

large volumes of supporting data on quality and relevant
safety in addition to any clinical data.
Applications for CTCs were assessed as for marketing

authorisation and this was a long process, sometimes as
long as 18 months. There was a right of appeal to the CSM
in the case of refusals.
Thefinalapprovalcoveredarangeof trialsusingthesame

product and was valid for 2 years.

Clinical trial exemption – CTX

Under the Medicines (Exemption from Licences) Order
1981, the exemption scheme was introduced. This expe-
dited the response process.
Applicants must submit an outline of the research pro-

posal with a summary of data obtained so far to support
the proposal. They must provide details of the drug, indi-
cation, andproject tobeundertaken. The schemesupports
electronic submissions.
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A registered medical practitioner must certify the accu-
racy of the summary provided and assessment by MCA
must be within the statutory time of 35 days (plus optional
extension of 28 days in complex cases).
TheCTXisvalid for3yearsandmayberenewedorvaried.
Apart from the requirement for certification by a regis-

teredmedical practitioner, other conditions of the exemp-
tion are that the Company undertakes to informMCA of:
� any serious unexpected adverse reaction
� any refusal by an ethics committee
� any data or reports which affect product safety
� changes in manufacturer or importer
� changes inmanufacture affecting bioavailability or shelf-
life

� information in usage guideline.
There is no right of appeal against refusal to grant a CTX.

Doctor’s and Dentist’s Exemptions

If a practitioner wishes to conduct a clinical trial using one
or more unlicensed products, he or she must notify the Li-
censing Authority by making use of the Doctors and Den-
tists Exemption Scheme (the DDX Scheme) giving:
(i) his or her name and address
(ii) the name and address of the supplier
(iii) thenameand structure of theproduct, its pharmaceu-

tical form, the product licence number if applicable,
route, dose and duration of administration

(iv) detailsof theproposed trial, its aim,design, indication,
patient details, duration of trial.

Thepractitioner (consultant incharge forhospital-based
studies) must sign a declaration that the trial is not to be
carried out under the arrangements made by or on behalf
of:
� the person whomanufactured the product
� the person responsible for its composition
� the person selling or supplying it.
unless such person is the doctor by whom, or under whose
direction, the product is to be administered in the trial.
If the product is to be supplied fromwithin theUK, Form

MLA 163 should be completed by the supplier and for-
warded together with the completed MLA 162. Using this
form the supplier certifies that the study is not being un-
dertaken at the initiative of the supplier.
These clinical trial certificate exemptions are allowed on

condition that thepractitioner agrees that all seriousorun-
expected adverse reactions occurring during the course of
the trial will be notified to the Licensing Authority imme-
diately.
Thus, in summary, a DDX is not appropriate for spon-

sored initiated studies. The trialmust beundertakenon the

initiative of the doctor or dentist andwithout instigation of
manufacturer.
It appears that the product may be supplied free or on a

chargeable basis by the manufacturer or supplier and re-
sults may be given to the manufacturer or supplier by the
practitioner.

CTC/CTX/DDX/MA or PL numbering system

Each licence, authorisation or exemption is numbered
uniquely and contains a code identifying the nature of the
licence, authorisation or exemption, a company specific
number and an incremental number relating to that com-
pany. DDXs, where there will be no company involved, are
prefixedMF8000 followed by an incremental number from
the DDX register.

Possible grounds for refusal/termination of
exemption (CTX and/or DDX)

The product is no longer safe or of satisfactory quality
Changes in trial conduct have adverse effect on safety
of patients

There was a deficient or incorrect original notification
There has been a breach of the conditions for exemption.

Trials that do not require notification or application for
certificate or exemption

In certain circumstances apractitionermaycarryout a trial
without such an authority and without submitting a noti-
fication or application of his own. These are:
� studies in healthy volunteers
� clinical trials using licensed products in exact dose form
covered by current product licences (but used in a man-
ner or for an indication outside the terms of the licence,
notification is required in the form of a CTX or DDX)

� clinical trials involving placebo or licensed comparitor in
the manner and indication covered by current product
licences.

� clinical trails using only products specially prepared un-
der the supervision of a pharmacist in a registered phar-
macy, hospital or health centre.

Named patient supplies

No authorisation is required for a doctor or dentist to pre-
scribe an unlicensedmedicine to a particular patient. This
is because this does not represent a clinical trial. There is a
therapeutic intention and no research is being conducted.
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Ethics Committee Approval

It isoneof thebasicprinciplesof theDeclarationofHelsinki
that all studies on human subjects should be approved by
an independent ethics committee.

Phases of product development

Discovery/synthesis
Modern drugs are rarely discovered by chance. Molecular
biology and computer simulation techniques permit the
systematic screening of molecules and prediction of their
likely therapeutic activities. A variety of formulations may
bedevelopedandassessed for their pharmacological activ-
ity. An essential aspect of this initial phase of development
is the establishment of analytical techniques for the de-
tection and quantification of levels of the compound, its
intermediate and degradation products.

Animal/laboratory work
The International Conference on Harmonisation has de-
veloped a number of detailed guidelines12 which describe
the pre-clinical laboratory testing required as part of the
drug development process. The standards of Good Labo-
ratory Practice13 apply and in the UK, pre-clinical research
is subject to inspection and membership of the GLP Mon-
itoring Authority Scheme. The type and duration of tests
required are specified to justify single and multiple dose
administration to humans in clinical research and also the
pre-clinical research required to support eventual regula-
tory submission. The experiments tobe carriedout investi-
gate genotoxicity (toxic effect on geneticmaterial), toxicity,
oncogenicity (causing the development of tumours) and
reproductive toxicology, covering fertility and reproduc-
tion, teratogenicity (producing congenital malformations)
and perinatal and post-natal studies.

Phase I – First/early administration to humans
Phase I studies must be based on information obtained
from previous pre-clinical and laboratory work. They are
performed in order to assess tolerability and to study
pharmacokinetics and pharmacodynamics in healthy
volunteers.
Payments are made to volunteers, which should be in

proportion to the time and inconvenience suffered. They
should not represent an incentive and, as with all clinical
research, there should be no coercion to participate. Be-
cause of the level of payments and the usually residen-
tial nature of such studies, careful screening is performed
to reduce risk to the subjects themselves and to avoid

confounding effects. In particular, it is important that the
primary health-care provider be contacted with the prior
approval of the potential subject in order to check for
possible reasons for exclusion.
Dose escalation studies may be performed in healthy or

patient volunteers to investigate both tolerability and dose
response.
Particular patient groups may be recruited into Phase I

studies in order to assess the effects of the product in
people with hepatic or renal impairment or in the elderly
population.
Later in thedrugdevelopmentprocess theremaybe a re-

turn to Phase I – like studies in order to investigate drug in-
teractions and to perform pharmacokinetic studies of new
formulations.
The Association of the British Pharmaceutical Industry

offers guidelines for the conduct of studies in non-patient
volunteers.14

In the UK at present regulatory notification/approval is
not required for this type of study. The provisions of the
Directivewill requireall suchstudies tobenotifiedinfuture.
Ethics Committee approval is required. If the information
is intended to form part of a subsequent regulatory sub-
mission, standards of good clinical practice pertain and
the Directive will mandate these standards for all Phase I
studies in the future.

Phase II – First/early administration to patients
In Phase II there is usually the first exposure of the prod-
uct to patients with the target disease. A small number of
patient volunteers take part in short term, usually placebo
controlled, studies. As the pharmacokinetics of the drug in
patients may be different from healthy volunteers they are
re-evaluated.
Dose ranging studiesmay be performed and risk-benefit

ratiosmust be assessed to assist the decision as to whether
it is appropriate to proceed to Phase III and with what for-
mulations and doses.
Phase II studies require Ethics Committee approval, reg-

ulatory approval and application of GCP standards.

Phase III – Confirmation of efficacy
and safety in patients
Phase III studies are typically larger-scale studies than any
carried out before and frequently more costly. They may
be of longer duration, involving many patients and are
conducted in a range of situations including hospital clin-
ics and general practice. Such studies should be statisti-
cally based to permit valid inferential techniques to be
used to evaluate safety and efficacy in a larger population.
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Intention to treat studies attempt to mimic the realities of
the future prescribing situation.
Phase III studies are usually comparator studies with

an established product or, where none exists and/or there
are no ethical issues, a placebo. They may involve adult
patients and also include paediatric and geriatric studies.
Increasingly, Phase III studies involve a quality of life
element as well as risk/benefit analysis from efficacy and
safety data. Thismaybe important because itmaybe taken
into account by those who regulate health service resource
allocation.
Phase III studies require Ethics Committee approval and

regulatory approval. Adherence to GCP standards is essen-
tial if results are to be meaningful and the safety profile is
to be interpreted correctly.

Marketing authorisation
Application for a marketing authorisation is based on in-
formation from the pre-clinical testing phase and studies
performedduringPhases I to III.TheUKMedicinesControl
Agency is the licensing authoritywhich provides the expert
assessors fornon-biotechnological products. Theproducts
of biotechnology are assessed by the European Medicines
Evaluation Agency.

Phase IV – Further studies after marketing
authorisation
Phase IV studiesmaybe runby,or incollaborationwith, the
company’s marketing department. They are usually com-
parative studies and are conducted in a much wider range
of patient populations than is possible prior to marketing
authorisation.
There are a number of types of Phase IV study including

case control studies, Post-Marketing Surveillance Studies
(PMS studies) or studies for the safety assessment of mar-
keted medicines (SAMM) studies, to evaluate safety and
detect previously unreported adverse events which have
a low incidence rate. The Association of the British Phar-
maceutical Industry provides guidelines for the conduct of
such studies15.
Studies within the marketing authorisation, in the same

indication and at the same dose, do not require regula-
tory notification/authorisation.UndertheDirective, if such
studies are non-interventional in terms of the definition
provided, theymay fall outside themandatory scope of the
Directive.
However, studies of range extensions (new indications)

and new formulations will not be non-interventional and
will require full adherence to the Directive’s provisions, in-
cluding regulatory notification/approval, Ethics Commit-
tee approval and adherence to GCP standards.

What is a clinical trial?

An investigation by a doctor or dentist involving admin-
istration of a medicinal product to a patient to assess the
product’s safety and efficacy.

UKMedicines Act 1968
Chapter 67 Section 31

(1) ‘In this Act “clinical trial” means an investigation or se-
ries of investigations consisting of the administration
of one or more medicinal products of a particular de-
scription –

(a) by, or under the direction of, a doctor or dentist to
one or more patients of his, or

by, or under the direction of two or more doctors
or dentists, each product being administered by or
under the direction of one or other of those doctors
or dentists to one or more patients of his,

where (in any case) there is evidence that medicinal
products of that description have effects which may
be beneficial to the patient or patients in question and
the administration of the product or products is for the
purpose of ascertaining whether, or to what extent, the
product has, or the products have, those or any other
effects, whether beneficial or harmful.’

Under theClinicalTrialDirective, thedefinitionof a clinical
trial is wider (see the section Current Legislation of this
article).

What is a medicinal product?

‘A substancewhich is administered to human beings . . . for
a medicinal purpose’ (Medicines Act 1968)
Medicinal purposes are listed as:

� treating or preventing disease
� diagnosing
� contraception
� anaesthesia.
NB Thisdefinitiondoesnot includeproductswhen there

is no evidence of benefit, i.e. healthy volunteer studies.
In European legislation, the definition is somewhat

wider. A human medicine is defined as a product for the
treatment and prevention of disease; for administration
to make medical diagnosis; or for restoring, correcting or
modifying physiological functions in human beings.

Borderline products
Substances such as cosmetics, foods, dietary supplements,
vitamins, amino acids, minerals and toothpastes are not
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generally subject to the regulations concerning medicinal
products.
However, ingredients, function, presentation, labelling

and promotion may affect the status of a product.
As this is an area where the classifications are not always

entirely clear, the MCA will offer advice on the status of a
product in cases of doubt.

Manufacture, handling, storage and use of
investigational products
It is one of the 13 principles of GCP, that investigational
products should be manufactured, handled and stored in
accordance with the applicable goodmanufacturing prac-
tice (GMP)and that they shouldbeused inaccordancewith
the protocol.
The ICH GCP Guidelines require clear documentation

of responsibilities and delegations in relation to the in-
vestigational product,maintenance of complete records of
despatch, shipment, receipt, dispensing, compliance, re-
turn and eventual destruction, documentation of appro-
priate shipping, storage and use and provision of training
to the subject or person responsible for administration of
the product.

Marketing authorisations (formerly product licences)
There are three categories of marketing authorisation for
prescription or sale in the UK and these determine the
access route for the public to the product:
1 General Sale List GSL
GSL products can be sold ‘over the counter’ or ‘off the
shelf’ without the supervision of a pharmacist or medi-
cally qualified person.

2 Pharmacy – P
Pharmacy only products can only be purchased from a
pharmacy, under pharmacist supervision

3 Prescription Only Medicines – POM
POMproducts must be prescribed by a doctor or dentist
and cannot be purchased directly without prescription
from a pharmacy or other retail outlet.

Relevant abbreviations
ABPI Association of British Pharmaceutical Industry
ADE Adverse drug event
ADR Adverse drug reaction
AE Adverse event
AR Adverse reaction
CFR Code of Federal Regulations
CTC Clinical Trial Certificate
CTX Clinical Trial Exemption

Competent authority – regulatory authority – licensing
authority
CPMP Committee for Proprietary Medicinal

Products
CRF Case report (record) form
CV Curriculum vitae
DDX Doctor’s and Dentist’s Exemption
EEC European Economic Community
EU European Union
EFPIA European Federation of Pharmaceutical

Industries’ Associations
EMEA EuropeanMedicines Evaluation Agency
FDA Food and Drug Administration (USA)
GCP An international ethical and scientific

quality standard for the design, conduct,
performance, monitoring, auditing,
recording, analysis and reporting of
clinical trials that provides assurance that
the data and reported results are credible
and accurate, and that the rights, integrity
and confidentiality of the subjects are
protected.

GSL General Sale List – sale without pharmacy
or medical supervision

GLP Good laboratory practice
GMP Goodmanufacturing practice
ICH International conference on

harmonisation of technical requirements
for registration of pharmaceuticals for
human use

IEC Independent Ethics Committee
IB Investigator Brochure
JPMA Japan Pharmaceutical Manufacturers

Association
MA Marketing Authorisation
MCA Medicines Control Agency (UK)
MHW Ministry of Health andWelfare Japan

(or JMHW)
MS Member State (EU)
P Pharmacy only – obtainable from a

pharmacy, under pharmacist supervision
Phase I First administration to man
Phase II First administration to patients
Phase III Confirmation of efficacy and safety in

patients
Phase IV Further studies after marketing

authorisation
PhRMA Pharmaceutical Research and

Manufacturers of America
Pre Clinical Animal/Laboratory work
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POM Prescription Only – must be prescribed by
a doctor or dentist

SAE Serious adverse event
SAR Serious adverse reaction
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Observational and epidemiological research

Nick Dunn

Department of Primary Medical Care, University of Southampton, UK

The scope of epidemiology

Epidemiology has been usefully defined as the study of the
distribution and determinants of disease in human popu-
lations.

Most epidemiologists would regard the randomised con-
trolled trial (RCT) as the ‘gold standard’ of experimental
design, which produces the most reliable of results in
the pursuit of the aims of epidemiology. Unfortunately,
there are many situations in which the RCT is not feasible:
either it is too expensive to run, or it is impossible to re-
cruit enough patients, or it is ethically unjustifiable. In
such circumstances, observational research methods are
needed.

Types of epidemiological study

These can be either descriptive or analytic.
‘Descriptive’ encompasses quantitative studies, e.g.

censuses and surveys, and qualitative studies, e.g. focus
groups, and supply essential data for many analytic studies.

Analytic studies seek to establish relationships between
diseases and their causes, and deal with quantitative data.
There are four main categories of analytic studies:

(i) Cohort
(ii) Case-control

(iii) Cross-sectional
(iv) Ecological
All these types of study are known as observational: that is,
they involve observing what is happening, without inter-
fering with the ‘natural’ situation. Randomisation in such a
study means the selection of a random sample of the popu-
lation for observation, and has nothing to do with random
allocation of treatment, which is seen in an RCT.

Cohort study

As can be seen from the diagram, the design of the study
is prospective – i.e. moves forward in time from identifica-
tion of the ‘exposure’ (the putative causal factor) to mea-
surement of the occurrence of disease (‘outcome’). The rate
of occurrence of disease, per unit time, in the exposed co-
hort is calculated and expressed as a ratio of the rate in
the non-exposed cohort, giving the rate ratio, which is the
usual statistical measure.

Cohort studies are arguably the best observational de-
sign, which resemble an RCT most closely. They are not al-
ways possible, however, since they are often expensive and
require time for the follow-up period, which may be sev-
eral years. Cohort studies are particularly appropriate for
the situation where the exposure is rather rare (e.g. a chem-
ical pollutant only produced by specialised industries), and
when there may a number of outcomes to be studied (e.g.
this pollutant may cause several diseases). They have the
advantage of allowing the study of temporal sequences in
disease development (e.g. how soon does cancer develop,
after exposure to this pollutant, and is this feasible in view
of our knowledge of this cancer?). Their principal disadvan-
tages are expense, and the potential for patients to become
lost to follow-up over the passage of time.

Case-control study

In the case-control study, case and controls are identi-
fied first, and then enquiries made (either by interview, or
through case notes) as to the history of exposure in the past.
A ‘case’ is someone who has the disease under study and a
‘control’ someone who has not. This is a retrospective de-
sign, which has some inherent problems (see below), and
is perhaps not as strong a design as the cohort is. However,
it is often cheaper, and is usually quicker.

34
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Design of a cohort study

Population

People
without
disease

Exposed

Not
exposed

Disease

No disease

Disease

No disease

TIME

Case-control studies are good for studying outcomes that
are rare, since all the cases can be gathered together into the
study from a wide geographical area. They are not good for
rare exposures, and are particularly prone to biases, since
the exposure is recorded after the development of the out-
come, and patients’ memories are prone to inaccuracies.

A particularly important feature of these studies is the
selection of controls. This is not as simple a task as it sounds!
The controls must be representative of the population from
which the cases are drawn, and must be eligible to become
a case, should they develop the disease. If cases are drawn
only from a tertiary, specialist, hospital, then the controls
must not simply come from GP surgeries in the surrounding
district, but should be drawn from those patients attending
the hospital for other diseases.

Cross-sectional study

This is a design that represents a ‘snapshot’ in time, where
a sample of the population is studied by enquiring about
the exposure and outcome at the same time. For example,
we might stop the first 100 people that pass in the street,
and enquire whether they were smokers, and also whether
they suffered from asthma. We might then draw conclu-
sions as to the causation of asthma from the smoking habits
of asthmatics, compared to non-asthmatics. Such studies
are quick, relatively easy to do and inexpensive. They are
also fraught with difficulties, since it may be difficult to
establish the chronological relationship between the expo-
sure and outcome (the classic chicken and egg situation).
They are also not suitable for studies of rare diseases or
exposures, unless using very big sample sizes.

Ecological study

In this design, comparison is made between whole popu-
lations, as opposed to between individuals in populations.

Design of a case-control study

Population

Cases (people with
disease)

Controls (people
without disease)

Exposed

Not exposed

Exposed

Not exposed

TIME

Direction of enquiry

For example, we know that there are large differences be-
tween countries in the incidence of certain cancers, such
as stomach and oesophageal. One clue as to the causa-
tion might lie in diet, and it is possible to find the average
intakes of certain foodstuffs per person in individual coun-
tries. This allows a plot to be made of incidence of can-
cer versus foodstuff intake in several countries, and thus a
search for correlation can be made.

It is obvious that such studies are rather crude, but they
may point the way to further, more refined, studies in the
future, and thus ecological studies are useful as a building
block to the elucidation of disease causation. It should be
pointed out that it is not possible to draw conclusions about
an individual’s risk of developing disease, from an ecolog-
ical study result; this is known as the ‘ecological fallacy’.

What are the pitfalls common to all observational
studies?

Because these studies are observing natural situations, they
are prone to difficulties. These difficulties need to be an-
ticipated in any research protocol, and suitable methods of
dealing with them elucidated, otherwise the research may
produce misleading results.

Confounding

Smokers often have yellow fingers, and smokers often die
from lung cancer. Thus, we might conclude that the yel-
low fingers cause the cancer. This is obviously incorrect:
yellow fingers are a confounding factor to the relationship
between smoking and cancer. Confounders are an alterna-
tive explanation, a different route between cause and effect.
A confounder must have an association with the exposure
under question, and also be a risk factor for the outcome.
They may give a completely false result, or they may sim-
ply modify the strength of a genuine relationship between
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an exposure and an outcome. Researchers need to take the
effect of confounding into account, either by appropriate
design, or else in the analysis, or a combination of both.
Therefore, potential confounders need to be identified in
the protocol, and either data collected on them, to allow
the process of statistical adjustment, or else dealt with in
some other way (e.g. matching or exclusion).

Bias

Bias can operate at many stages of a study. Selection bias
means that the persons included in the study are not truly
representative of all those available (e.g. patients taken
from one hospital, but not another. There may be subtle
differences in the admissions policies of the two hospitals.)
Information bias means that the data collected is incom-
plete and/or influenced by some extraneous factor, such as
media coverage of the issue under investigation. Observer
bias operates if the research assistant who is carrying out
the interviews in some way influences the way in which
the questions are answered (they may do this, even sub-
consciously, if they are aware of the research question un-
der investigation). Such bias may also occur if the special-
ist checking medical diagnostic information is aware of the
status of the patient, with regard to the exposure of interest.
There are many other possible biases, but all have the same
effect of producing information that is ‘weighted’ towards
one camp or the other, and produces a false impression of
the real situation. Unlike confounding, bias cannot be ad-
justed for during statistical analysis, and therefore needs
to be acknowledged and dealt with in the design stage of
a study. Measures must be taken to minimise the effect of
bias (e.g. careful training of research staff, ‘blinding’ of in-
vestigators where possible), and these measures should be
delineated in the protocol.

Sample size

As with any study, there must be calculations to estimate
the number of people to include in the cohorts, or as
cases/controls, in order to have a reasonable chance of
obtaining a result that is not simply the result of chance.
The power of a study, that is its ability to avoid a false-
negative result, is usually set at 80% or 90%, and the sig-
nificance, the ability to avoid a false positive result, at 95%.

There are other influences on the necessary sample size:
(a) how subtle an association is between exposure and out-

come needs to be shown. This is a matter for judgement
by the researchers, e.g. should the study be able to
show an odds, or rate, ratio of two (in which case large
numbers will be needed) or of five (smaller numbers
needed).

(b) studies of rare outcomes or exposures need relatively
large numbers.

Although the numbers produced by the formulae, or com-
puter packages, for sample size, are approximate only, they
should be shown clearly in the protocol.

How good a research tool is epidemiology?

This is of relevance to ethics committees, since what is the
point of expending great time, effort and money on such
research if it cannot produce worthwhile results? Observa-
tional studies are important because:
� Many situations do not lend themselves to clinical tri-

als or laboratory research, either because it is practically
impossible, or because it is ethically unjustifiable to ran-
domise patients.

� It is frequently the building block on which RCTs, or other
studies, are based.

� It is impossible to say that any single observational study
reveals ‘the truth’. However, when several studies all point
in the same direction, or when the measure of association
is particularly strong (e.g. a rate ratio, or odds ratio, of
10), and when there has been proper allowance for con-
founding and/or bias, then the chances of a true result
are increased.

� Many important breakthroughs have resulted from ob-
servational studies: e.g. Doll’s study on smoking and lung
cancer (Doll & Hill,1950), various studies on rubella and
congenital malformations (e.g. Sheridan, 1964).

REFERENCES

Doll, R & Bradford Hill, A. (1950). Smoking and carcinoma of the lung:

preliminary report. Br Med J, 30; 739–748.

Sheridan, M. (1964). Final report of a prospective study of children

whose mothers had rubella in early pregnancy. Br Med J, 2; 536–539.



6

Social survey research

Crispin Jenkinson

Health Services Research Unit, University of Oxford, UK

What is social survey research?

Social researchers have available to them a wide variety of
research methods. They may send questionnaires through
the post to elicit information, they may interview individu-
alson thedoorstepor theymayconduct interviewsover the
telephone. All of these methods of information gathering
can be used to gain a structured and systematic set of data,
and, this, inessence, is themajor featureof thesocialsurvey.
Quite simply, social surveys are characterised by informa-
tion on the same variables (such as attitudes and beliefs)
being collected from at least two (and usually far more)
individuals.

Thisdocumentoutlines thepurposeof surveys,howthey
are undertaken, and potential problems in the gaining of
survey data.

Why undertake social surveys?

The major purpose of social surveys is to describe the
characteristics of a sample of people, or to attempt to
gain some insight into the possible causes of certain phe-
nomena. However, the social survey is, unlike randomised
controlled trials, a non-experimental design. Social sur-
vey research does not attempt to influence medical in-
terventions. Instead social survey researchers attempt to
find patterns in data that are consistent and systematic.
Such data can be used to inform policy decision mak-
ing. Thus, for example, surveys have been conducted in
which respondents were asked about their health and their
behaviour. From such data it has been found that, for
example, those who smoke and drink heavily are more
likely to report certain illnesses. Such information can be
used to inform campaigns aimed at improving people’s
behaviour.

How are surveys conducted?

Select a population

To begin with, the population under study is defined. A
population may be large, and very heterogeneous (such
as everybody in the country), or smaller, and more de-
fined, suchas ‘all people inOxfordattending rheumatology
clinics’. Once the population has been defined, the survey
researchers must decide whether they have the time and
resources to survey everybody in the defined population.
If not they must sample from the population. The number
of people who can be surveyed will be influenced by the
survey method adopted, as some methods are more time
consuming and expensive than others.

Decide on a survey method

A number of methods of social survey research exist. By
far the most common that are used in survey research
are face-to-face interviewing, telephone interviewing and
postal survey.

Face-to-face interviews
Face-to-face interviewing has been found to be the most
likely method of gaining high levels of response. Further-
more, it is a method that can provide data as to why
respondents do not wish, or are unable, to complete a
questionnaire. Interviewing is, however, costly, especially
if interviewers continue to call back at addresses where
they have been unsuccessful in gaining responses at early
attempts.

Telephone interviews
Respondents may be randomly selected from telephone
books or registers, and rung at home. It is highly desirable

37
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that possible respondents are informed by post that they
will be rung at home. Possible dates and times should be
suggested. This is desirable as respondents are more likely
tobe inat thetimeof thecallandless likely tobelievethecall
to bemalicious. Providing the respondentwith a telephone
numbertocallback isalsodesirable.Furthermore, it should
be stressed both in the original contact letter and the call
itself that the respondent can terminate the call at any
time. If respondents choose to end the interview prema-
turely they shouldnotbe calledback. Telephone interviews
are costly and time consuming. Furthermore, they are re-
stricted to thosewhoowntelephonesandas sucha random
sample may not be truly representative of the population
it intends to survey.

Postal surveys
Postal surveys are perhaps the most commonly adopted
survey method used by social scientists, especially in in-
stances where large sample sizes are required. The census
is anexampleof this sortof research.However, thecensus is
sent toeveryhousehold in thecountry. It is rare foranentire
population to be surveyed, and generally surveys are sent
out to randomly selected sub-samples. Whilst this method
of research is popular due, in large measure, to the fact
that it is relatively inexpensive, it does have its limitations.
To begin with it is difficult, if not impossible, to ascertain
why certain people do not respond. Secondly, any misun-
derstandingofquestions thata respondentmayexperience
can rarelybe explained. Thismay lead to inaccurateormis-
leading answers.

If necessary, gain a sample of the population

For themostpart, thepurposeof survey research is tomake
claims at the population level, whatever the population
may be. It is therefore imperative that surveys that do not
include all members of a given population do contain a
representative sample. Thus, if 70% of a certain popula-
tion is female, then in a random sample of the population
we would expect approximately 70% of responses to come
fromwomen. If samplesarenot representative, it isnotpos-
sible to extrapolate to the population (i.e. to make claims
about the population on the basis of the data gained from
the sample). It is vital that any survey research makes it
clear how the sample will be gained. A sample collected
in, for example, an airport would not be representative of
the UK population. It may, if collected with due care, be
representative of air travellers.

Inorder for samples tobeaccurate representationsof the
population, researchers must ensure that everybody in the
population has an equal chance of inclusion in the survey.

Random sampling is, however, not always possible. In
instances where it is unlikely that random sampling would
gain a high response rate then researchers may select a
technique known as ‘snowball sampling’, whereby respon-
dents are asked to inform people they know that the survey
is being undertaken. Such a technique is often adopted
where research is being conducted on sensitive topics.
Thus, if one wishes to know the sexual practices of the
gay community a snowball sample is more likely to gain
a good response rate than simple random sampling. What-
ever method of sampling is used, it is imperative that the
method to be adopted is clearly outlined and explained.

What questions are to be asked?

It is imperative that questionnaires used for survey
research are reliable and valid. A reliable questionnaire is
one that provides the same responses when administered
to the same individuals at different times, providing, of
course, that they have experienced no changes in their life,
health state etc. in-between administrations of the ques-
tionnaire. A valid questionnaire is one that measures what
it purports to measure.

Questionnaire design and question formulation are not
straightforward tasks. Even apparently simple questions
can lead to ambiguities. Thus, for example, a question such
as ‘Do you own a car?’ to which the possible responses are
‘yes’ or ‘no’ may at a superficial glance seem to cover all
the options. However, it can lead to difficulty. The ques-
tion may be answered by someone who has just sold his or
her car, but is in the process of buying another one, or oth-
erswhoownacar, butnot inEngland (theymayhaveone in
the country where they own their holiday home!), or oth-
ers who own a car (their parents have given it to them)
but have not yet passed their driving test, or perhaps even
someone who owns a car sales garage and all the cars for
sale in it, but is not a car driver. Questionnaire designers
must think about the exact data they are collecting. Affir-
mation of the question ‘Do you own a car?’ does not nec-
essarily imply that individuals can drive, or use a car in the
UK. Careful phrasing of questions is vital, and pilot studies
should be undertaken to ensure that questions can be eas-
ily understood by the respondents to whom they are being
directed.

There exist a large number of established questionnaires
that can be used to assess just about everything from per-
sonality type to quality of life. However, selection of an
established measure, or measures, should not be under-
taken lightly. For example, there are a large number of
questionnaires that purport to measure ‘health status’.
These measures differ in important respects. Most seek
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information on mobility, emotional state, social function-
ing, pain, etc. However, the way in which questions are
phrased, the timescale addressed, and the lengthandcom-
plexity of measures differ enormously. Researchers must
clearly state why they have chosen a particular measure in
preference toothers. Inappropriatemeasuresmayproduce
incorrect or, at the very least, misleading data. For exam-
ple, questionnaires that ask respondents about the past
month of their life are inappropriate for a follow up study
where thequestion is repeatedwith a gapof only a fewdays
between.

Furthermore, researchers should ensure that any estab-
lished questionnaire they use is appropriate for the mode
of administration they intend to adopt. For example, many
questionnaireshavenotbeendesignedforuse in telephone
interviewing. Indeed, even those that have been designed
with the intention that they may be administered by dif-
ferent methods can produce somewhat different results in
different settings. This problem should be borne in mind
when analysing data. Finally, it is desirable that the same
mode of administration is used throughout a study.

Limitations and criticisms of surveys

It is important to realise that surveys are not able to estab-
lish causal links. Research undertaken using survey data
may provide support for an association which may be

causal,but for suchaclaimtobemadeamoreexperimental
research method is required. Within health research the
classic ‘experimental design’ is the randomised controlled
trial (RCT). Survey research may indicate areas where RCTs
may be appropriately undertaken.

Some social researchers argue that surveys cannot gain
access to meaningful aspects of social action. Thus, by
requiring individuals to complete a pre-determined set
of questions, and undertaking statistical analysis on such
data, the real feelings and motives of individuals may be
overlooked. Some argue that to gain insight into human
behaviour a more ‘in-depth’ unstructured approach is re-
quired, such as participant observation, or in-depth in-
terviewing. Often such approaches are used to inform the
design of questionnaires which are then sent out in social
surveys.However, suchstatistical analysisofdatacancloud
important individual variations. As such it is important to
realise that large scale survey research can provide data on
samples or populations. To attempt to apply such data at
an individual level may be quite inappropriate.

USEFUL WEBSITES

The Centre for Applied Social Surveys

http://www.socstats.soton.ac.uk/cass/intro.html

The National Centre for Social Research

http://www.natcen.ac.uk/
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Approaching qualitative research

Alan Cribb

Centre for Public Policy Research, King’s College London

Qualitative research poses a series of challenges for Re-
search Ethics Committees. This chapter elucidates the
nature of qualitative research, discusses its appraisal, and
rehearses the ethical issues it raises. In the process im-
plications for Research Ethics Committees are indicated.
These implications are summarised at the end of the
chapter.

Introducing qualitative research

What is qualitative research?

Qualitative research is a label for a family of methods and,
just aswith quantitative researchmethods, there are differ-
ences and disagreements within the family. However the
common denominator of the qualitative approach to so-
cial research is a focus onmeaning, and on the social world
as made up of systems of meaning. For example, one good
account of qualitativemethods, which highlights their dis-
tinctiveness, is that they embody ‘. . . an approach to the
study of the socialworldwhich seeks to describe and analyse
the culture and behaviour of humans and their groups from
the point of view of those being studied.’ (Bryman, 1988,
p. 46) It is essential to qualitative research methods that
they get ‘inside’ the social world, in particular into the cul-
tures of groups and the subjectivities of individuals. Most
qualitative researchers will want to move beyond this ‘first
person’ point of view, and to incorporate more theoreti-
cal or technical analyses that derive from their disciplinary
interests and which help them and us to understand the
social world. But they will certainly want to ensure that
however abstract or theoretical their work becomes, it
somehow takes into account, and remains connected to,
the cultures and subjectivities of those they are studying.

The fundamental distinctiveness
of qualitative research

Should qualitative research be seen as competing with, or
complementary to, quantitative research? This is a debate
that will run and run. At a practical level it often makes
sense to see the two approaches as complementary, and
the two can be combined to good effect within research
projects. At this level the approaches differ mainly in the
kind of data they use, and hence in the ways of handling
these data (see later sections). But the two sets of ap-
proaches derive from different, and sometimes conflict-
ing, theoretical foundations. The rationale of qualitative
research is, at a fundamental level, different from that of
quantitative research. It is essential to stress this distinc-
tiveness, and for that reason we will say a little more about
the foundations of qualitative research. (Indeed, in the
account offered herewe have, if anything, erred on the side
of over-stressing the differences between qualitative and
quantitative approaches.)
Whereasquantitativeresearcherscanbeseenasmethod-

ological cousins of physical scientists such as physicists
and chemists, qualitative researchers are better viewed as
methodological cousins of humanities scholars such as
historians andbiographers. Just as itwouldbe foolish to try
to evaluate thework of a historian by the criteria of a physi-
cist, it is foolish to evaluate purely qualitative research by
quantitative criteria.Of course this is not to say that criteria
of rigour do not apply to history, or to qualitative research,
merely that in each case the appropriate criteria have to be
applied. Research Ethics Committees should give thismat-
ter serious consideration. Ideally, they should have mem-
berswhoareknowledgeableaboutqualitative researchand
have a ‘feel’ for it. If not, they should have ready access to a
group of experienced qualitative assessors.

40
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Thedistinctiveness of qualitative research stems from its
orientation towards the ‘first person’ point of view and its
historical association with an interpretative research tradi-
tion. This tradition is based upon the recognition that the
social world is constituted (to somedegree) bymeanings. A
fewmoments, thought reveals that many things which are
central to people’s lives – their hopes and fears, commit-
ments and identities – are products of cultural systems. If
Martians landed in an Islington party andwere introduced
to a RomanCatholic, opera loving, Labour voting,member
of Amnesty International they would have to investigate
these cultural movements before they could get close to
understanding the person. Similarly if they landed in other
countries and settings they would have to investigate
other cultural forms and products. People are made up of
culture in just as real a sense as they are made of cells and
organs.
The cultural construction of the social world is a prob-

lem for all social research because cultures continuously
change across space and time – there are no fixed or uni-
versal points. In dealing with cultural forms, researchers
face extraordinary diversity and complexity. Consequently
it is extremely difficult to make successful generalisations
about the social world. Quantitative researchers seek
to manage this complexity by using experimental and
statistical methods to work towards some defensible
generalisations. Qualitative researchers tend to be more
sceptical about the possibility of, and the value of, these
kinds of statistical generalisations. They place their em-
phasis upon capturing specific cultural fields and first
person points of view. Instead of attempting to ‘control for’
differences between cultural groups and fields, they seek
to get inside them.

Ethnography: an archetype for qualitative research

A more practical way to get a feel for the nature of qual-
itative research is to reflect on the work of an anthropol-
ogist who goes to study the lives of a distant community.
This is only one example of qualitative research but is, in
some respects, archetypal. Here we can imagine that the
anthropologistmight live andwork in the community they
are studying for months or years. He or she will immerse
themselves in all the facets of society including the domes-
tic and the public, the sacred and the profane. Although
anthropologists may always remain ‘outsiders’ in certain
ways, they will also strive towards understanding an ‘in-
siders’ point of view. Their analyses and theories about the
community under study will be grounded in this process
of immersion, and they will strive to communicate their

understandings so as to ‘open up’ and illuminate the com-
munity for others.
Further consideration of this example illustrates the

methodological flavour of qualitative research:
(a) The kinds of data involved are many and varied –

they might include tape-recordings of conversations,
video footage, notes on observations, copies of docu-
ments, physical artefacts.

(b) The research process is exploratory, inductive and, at
least for a time, open-ended – the contours of the in-
vestigation are not clear in advance but emerge over
time.

(c) Although an element of quantification may prove use-
ful in handling and presenting the data, the whole data
set cannot be translated into measurements and cor-
relations without sacrificing the rich holistic ‘picture’
which the researcher is attempting to draw. Rather the
goal of analysis is to pull the different facets of the pic-
ture together into a framework which somehow cap-
tures, conveys and helps us to understand the complex
whole.

(d) The researcher as the interpretative agent is, quite ex-
plicitly, themain research instrument – his or her iden-
tityandpointofviewis implicatedintheprecisewaythe
data is collected and analysed. For this reason the qual-
itative researchermust be as reflexive as possible about
the ways in which they are constructing the accounts
they present. (Of course, quantitative researchers also
construct their research accounts but this is less often
acknowledged in methodological accounts.)

Not all qualitative research involves such a broad focus
or a process of wholesale immersion. Some qualitative re-
search is only partly analogous to ethnography and shares
only certain features and techniques in common with it.
But the characteristics highlighted above – rich and com-
plex data sets, emergent research designs, holistic analyses
and researcher reflexivity – are quite typical of a qualitative
approach to research. Together they mean that qualitative
researchproposalsoften look strange to thosecoming from
different styles of inquiry.

Examples of qualitative research strategies

Participant observation
This is the archetypal strategy of the anthropologist men-
tioned above. The process of immersion can be used – to
different degrees – to study a wide range of more or less
circumscribed fields and roles, e.g. a hospital, a clinical di-
rectorate, a clinic, the role of a ward sister. This approach
can be extended beyond actual physical settings to explore
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more diffuse ormetaphorical ‘settings’ or fields, e.g. home-
lessness, chronic illness. This entails a range of different
data collection and handling techniques.

Non-participant observation
This is similar to above except the fieldwork is conducted
predominantly in the role of ‘researcher’ and not signifi-
cantly through the adoption of insider roles.

Unstructured or semi-structured interviews
Many of the research techniques of qualitative research
can be used independently of the archetypal process of re-
searcher immersion. Unstructured or semi-structured in-
terviews are the most common data collection technique
of the qualitative researcher and are often used as themain
means of data collection. Rather than have a defined series
of questions for which they are seeking clear-cut answers,
interviewers simply indicate the general domains of inter-
est andencourage the respondent to talk freelyaboutwhat-
ever they choose within these domains. The interview re-
semblesanatural conversation in somerespects.Over time
(over the course of a research project or even over a single
interview) the researcher may well define a sharper focus
and probe formore specific information. But the emphasis
will remainuponelicitingtherespondent’sownperspective
andwords. This same technique of relatively unstructured,
or loosely structured interviews, is sometimes used with
groups rather than with single individuals only.

Documentary analysis
Another technique which can be abstracted from partici-
pant observation and used on its own, or in combination
with others, is the collection and qualitative analysis of ex-
isting texts. Institutions, for example, are usually ‘drown-
ing’ in texts such as policy statements, records, memos,
minutes, leaflets and pamphlets – these provide a valuable
data source for anyone wishing to analyse the official and
less formal discourses of the institution.
As we have noted, qualitative research covers a broad

rangeof researchapproachesandtechniques.Furthermore
these techniques can be deployedwithin different styles of
research. For example, in research traditionswhere the gap
between ‘the researcher’ and ‘the researched’ is narrowed
(‘collaborative research’), or where the research-practice
split is broken down (‘action research’), or as a comple-
mentary component withinmore quantitative approaches
such as surveys.

Examples of qualitative research uses

Qualitative research has an extensive set of uses. As we
have seen, it has a particular use in studyingwhatmight be

labelled as ‘tribes’, cultures, settings or fields, and ‘voices’.
For example:
1 Understanding institutional andprofessional groups – in
order tounderstandchange(or itsabsence)withinhealth
services or health care and medical education, it is es-
sential to understand the cultures and identities of pro-
fessional groups and sub-groups, and the institutional
climates and frameworks in which they work.

2 Understanding lay (and professional) beliefs and cul-
tures with regard to health and illness. This is necessary
to understand suchmatters as uptake of services, adher-
ence, and the possibilities of health promotion.

3 Needs assessment and quality of life research. Although
both of these lines of inquiry tend to rely heavily onmea-
surement they both also depend heavily on qualitative
research (both as a preliminary to, and as a complement
to, the use of measurement).

4 Biographyandhealth.Thestudyof individual andcollec-
tive life history is central to understanding the relation-
ship between lifestyle and health, and the experience of
chronic illness.

5 The evaluation of policies and services. Once again it
is difficult to accomplish health-related evaluation in a
meaningful waywithout incorporating at least a compo-
nent of qualitative research into the research design.

These are only illustrations but are hopefully sufficient to
show the potential importance of health-related qualita-
tive research.

Appraising qualitative research

‘It’s not proper research’ – Prejudices against
qualitative research

But how can qualitative research be useful if it does not
conform to the canons of ‘proper’ quantitative research? If
it is bad research, then talkof its relevanceandusefulness is
surelymisplaced.This is certainly true.However, it iswrong
to automatically label all qualitative research as somehow
‘fallingshort’, andthosewhodosoareeither ignorantabout
qualitative research or, in some cases, simply prejudiced
against it. The most common complaints about qualita-
tive research proposals are that they (a) use numbers too
small to be useful and (b) are ‘subjective’. In the next sec-
tionwewill say somethingmore about rigour in qualitative
research, but we begin by acknowledging, and responding
to, these widespread perceptions.

Small numbers
Qualitative research often uses comparatively small num-
bers of respondents. But these numbers are not too small
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to be useful except in one specific and irrelevant respect.
Quantitative research aims to achieve statistical generalis-
ability, but qualitative researchdoesnot. It is vital to under-
stand this distinction. The ideal for quantitative research is
to say that the measures and correlations which apply in
the study sample are a reasonable indicator of those which
pertainacross thepopulationwhich thesample represents.
Consequently much effort goes into trying to ensure that
quantitative research samples are statistically representa-
tive of the relevant population.
The emphasis in qualitative research studies is quite dif-

ferent. Here the emphasis is: (a) to capture the particular
cases studied (individuals, settings, policies etc.) in all of
their complexity as richly, vividly and accurately as possi-
ble; and (b) to construct descriptions and analyses which
may have somemore general relevance and value. In other
words, qualitative research does not make specific empir-
ical claims which extend beyond the cases studied but it
can generate ideas which have wider relevance at a the-
oretical level. (The need for ‘accuracy’ is about achieving
what is sometimes labelled ‘internal validity’ as opposed
to ‘external validity’ or generalisability, but some qualita-
tive researchers choose to avoid the term ‘validity’ – not
because accuracy is unimportant but because of some of
the misleading quantitative associations of the term.)
An example may help to illustrate the point. An

in-depth qualitative study of the lives of a comparatively
small number of medical students in one medical school
can shed light on a broad range of factorswhich affect their
learning, their attitudes to medicine and medical special-
ities, their relationships with others, including their tutors
and patients. Now the lives of other medical students –
even within the same school – will, of course, all be dif-
ferent. For instance perhaps the study does not happen to
include any students over 30, or any students living at the
parental home, or any Muslim students etc. It would be
plain foolish for anyone to think that they could predict the
attitudes of the whole student population on the basis of
the small sample studied. But this particular shortcoming
doesnotmean that the study is useless. Itmaybeof consid-
erable practical benefit to the medical school in question.
It could, for example: (i) show quite vividly how – in the
case of the students in question – aspects of the school’s
climate, curriculum organisation, practices, etc. – sup-
port or undermine certain important skills and attitudes
(ii) therebysuggest,perhapsneglected, issuesanddomains
of concernwhichmanagers andmedical educators should
focus on. Indeed if the study is sufficiently rich and imag-
inative it is quite likely to have some relevance to med-
ical education as a whole and to very different medical
schools. For example the analysis may produce new ways

of conceptualising the relationships between formal and
informal curricula. And these conceptualisations may
prove to be valuable to many other settings even though,
of course, the substance of these relationships will be dif-
ferent from setting to setting.
This example also makes it clear that sampling is not

irrelevant in qualitative research. It would be sensible in
this case for the researchers to make some effort to reflect
some of the diversity of the student population rather than
none of it. But the rationale for sampling is different. Qual-
itative researchers want their analyses to be as rich and
accurate as possible – this contributes to the power, plau-
sibility and hence influence of their work – and this entails
taking intoaccount, as faraspossiblewithin theconstraints
of their study, the diversity and complexity of the field. In
practice thismeans thatqualitative samplingcanseemodd
to those unfamiliar with the tradition. It is quite normal for
a qualitative researcher to carefully select their research
participants (known as purposive sampling) to reflect the
needs of their research agenda. For example, a qualitative
researchermaywell search for somehighly unusual or ‘dis-
crepant’ cases to include in their sample, because these
shed alternative light on the field and provide a challenge
to more reductionist and sweeping analyses.

Subjectivity
Qualitative research is sometimes dismissed as being sub-
jective or ‘purely subjective’. Again this dismissal is merely
a product of a certain restricted conception of knowledge.
In order to respond to this concern it is necessary to dis-
tinguish between different senses of subjectivity and ob-
jectivity. In some senses qualitative research is, of course,
openly ‘subjective’. It is concernedwith subjectivities and it
is produced by researchers who are ready to own the influ-
ence that their own subjectivity has on its production – this
latter is the ‘reflexivity’ discussedabove. Furthermorequal-
itative researchdoesnot aim for apositionof ‘objectivity’ in
the sense of a neutral position outside of a cultural vantage
point. Even if this is a possible model for the physical sci-
ences, qualitative researcherswould not take it seriously as
amodel for social research–given thatboth researchedand
researchers are necessarily within culture. However quali-
tative research is perfectly capable of ‘objectivity’ in other
senses. Indeed in all of the important respects inwhich this
idea can be meaningfully applied to social research there
is no clear-cut distinction to be made between qualitative
and quantitative research:
First, all aspects of qualitative research can be open to

scrutiny – the aims, design, conduct, data, and processes
of analysis should be available (as far as confidentiality will
allow) to inspection and critique by others.
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Second, qualitative researchers can seek to reduce par-
tiality and increase impartiality in their research – they can
do this not by striving for an illusory neutrality but by striv-
ing to represent andbalancea rangeofperspectives in their
analyses, and by acknowledging their own limitations.
Third, qualitative research can aim to produce research

results which have general applicability – although, as ex-
plained above, here this does not mean making specific
empirical claims about wider populations but producing
theoretical results which can be applied, and ‘tested out’,
in other contexts.
There are some qualitative researchers who would want

to resist the value or relevance of this preoccupation with
‘objectivity’. But for all those people for whom ‘objectivity’
is at the heart of research appraisal, qualitative research is
simply not – as is often assumed – at some intrinsic disad-
vantage.

Assessing rigour

The quality and potential value of qualitative research, as
with all research, depends crucially upon a thorough and
open assessment of the rigour of its design, conduct and
publication. It is essential that lower technical or ethical
standards are not applied to the assessment of qualitative
research.However,aswehavestressedthroughout, it isalso
essential that the standards applied are the appropriate
ones. In the remainder of this chapter we will concentrate
on some of the distinctive challenges posed by qualitative
research to those interested in assessing its rigour and its
other ethical implications.
Qualitative research proposals, for example, will often

not include a definitive account of the proposed project’s
sampling, research instruments or research trajectory. This
is because much qualitative research is exploratory, or at
least relatively open-ended, with the definitive focus only
emerging through the researchprocess.Assessorsmustun-
derstandandrespect this fact.However, researcherscannot
expect assessors to endorse a vague, undifferentiated and
purelyopen-endedproposal.Assessorswhohavea respon-
sibility for funding, access, or the protection of well-being
can reasonably expect the research team to clearly specify
(a) the fixed elements of the project design (b) a detailed
indication of the shape the research is likely to take and
(c) any areas of uncertainty involved and the parameters of
the proposed research. Assessors will then be able tomake
informed judgements about the scope and conditions of
permissions to be sought and when, and under what cir-
cumstances, the research teamwould need to seek further
permissions. As aminimum, assessors should expect to see
an account of:

(i) The aims and expected outcomes of the study
(ii) An explicit discussion of, and some justification of, (a)

sampling (b) methods of data collection (c) methods
of data analysis

(iii) A consideration of the potential methodological
and ethical problems associated with the proposed
project.

Someof themore specific thingsanexperiencedqualitative
research assessor is likely to look for are:
(i) Evidence of reflexivity
(ii) The use of different kinds and sources of data so that

the samefield is viewed (andcompared) fromdifferent
angles – this is known as ‘triangulation’

(iii) Attention to the complexity of the field and to ‘dis-
crepant cases’

(iv) A readiness to include an element of quantification if
and where it is appropriate.

Qualitative researchers can explain and justify their tech-
niques of rigour by reference to a substantial body of theo-
retical,methodological andargumentative literature.How-
ever they should also be able to provide an accessible and
thoughtful account of their purposes and practices. It is
quite likely thatdespite themeritsof the technical literature
available the latter will inspire more confidence in others.
Of course the major reasons for Research Ethics Com-

mittees to monitor and regulate the design and rigour of
proposed research is to protect the well-being of research
subjects and to ensure that the autonomy and choices of
potential research subjects are respected. These are the
themes of the next two sections.

Assessing the impact on well-being

The relationship between the qualitative researcher and
their research subjects tends to be closer than that asso-
ciated with other styles of research. The researcher often
spends a good deal of time interacting with the research
participants, often in their actual or professional ‘homes’,
talking fairly freely with them, developing relations of trust
and sometimes reciprocal involvement. For this reason
qualitative research can represent particular threats to the
well-being of research participants.
Although not physically invasive qualitative research is,

in many ways, the most socially and emotionally invasive
form of research. As we have seen, it aims to get ‘inside’
social situations and individual subjectivity. In most in-
stances the possibilities of harm are very slight, and it is
most common for research participants to enjoy taking
part in the research and sharing their experiences and lives
with an interested researcher. However, it is easy to see
that in other instances the risks are real – for example,
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in a research project exploring the experience of life-
threatening illness, or bereavement. Some areas are more
sensitive than others, and some participants are in more
vulnerable positions than others. As usual, the more inva-
sive theproposed researchand thehigher the risksofharm,
themore the researcher needs to provide a justification for
their study and to set out convincing safeguards for the
participants’ well-being.
The procedures andpaperwork of RECs, which normally

feature physical rather than personal invasiveness, may
not lend themselves to considering these issues. Qualita-
tive researchers often complain about the lack of space on
REC forms for them to highlight, and justify, the aspects of
their research which they regard as ethically relevant. A re-
searchproposalwhich involves substantial personal invas-
iveness should include a systematic consideration of the
threat to well-being and how the research team plans to
manage these threats. There is no simple formula available
here because social relations and contexts vary indefinitely
but assessors can consider the following:
(i) Do the research team have the experience (or are they
drawing on credible sources of experience) to under-
stand andmanage the sensitivities at issue?

(ii) Is the research project likely to generate expectations
(e.g. personal support) on the part of the (possibly vul-
nerable) participants that the research team is not go-
ing to meet? What arrangements have the researchers
put in place to deal with these expectations? Here it is
obviouslymost important that researchersdonot con-
fuse the fact that participants value the experience of
researchwith its beneficence. Theymust, for example,
also consider the impact of the research process being
‘withdrawn’.

(iii) Whereitseemsappropriate,havetheresearchersgiven
an account of how they are going to handle inter-
personal and social relationships during the research?
For example, is there a potential role-conflict or con-
fusion (e.g. in the case of nurse-researchers)? How
will the boundaries of the research be defined for re-
searchers and participants?

In sensitive areas assessors should expect to see an ac-
knowledgementof the importanceofpotential risks to sub-
jects, along with a thoughtful and practical account of how
they will be handled.

Assessing respect for participants

It should go without saying that researchers must respect
the autonomy of research participants. Involvement in
research must be voluntary and the participant’s wish
for privacy honoured. These are fixed points. But, again,

qualitative research raises its own challenges in this area.
There is no reason to assume that qualitative research is at
a disadvantage when it comes to respecting participants –
in some ways it is better placed – as all that is needed is a
recognition of its distinctiveness.Wewill discuss questions
of consent and confidentiality in turn:

Consent

(a) The unfolding nature of the qualitative research pro-
cess means that researchers are sometimes not in a posi-
tion to provide ‘full information’ about the process at the
start and therefore cannot obtain a ‘global’ informed con-
sent at that stage. Rather, the negotiating of consent has
to be seen as a longitudinal process. Formal consent to
participate should still be obtained from the outset but
that consent should be re-visited informally from time
to time (and even sometimes formally if the direction of
the research changes substantially), and research parti-
cipants should clearly understand that they can withdraw
from involvement at any point. (In principle this is no dif-
ferent fromanyother type of research, but the style of qual-
itative research brings this issue to a head in practice.)
(b) Researching settings and groups in-depth also cre-

ates challenges for consent. Suppose you are studying the
cultures and practices on a hospital ward. How do you ob-
tain consent? If, say, a smallminority of staff (even ignoring
patients in this instance) object to your presence on the
ward, is that enough to rule out thatward? This is obviously
a tricky area. How often do you need to confirm consent
and with whom? Howmuch should having the agreement
of the relevant people in the hierarchy weigh? What if
everyone agrees for the first three months of the project
and then a newly appointed staff member objects? Like all
ethical issues therearenoeasyanswershere; it is ultimately
amatter of careful practical judgement baseduponexplicit
argument and principles.

Confidentiality

(a) It is important that researchers only ‘offer’ the level
of confidentiality and protection of anonymity that they
can deliver. In case-study work, for example, where the re-
searchers concentrate their attention in one setting, there
are particular difficulties in protecting confidentiality. Un-
less agreement has been obtained to the contrary, data
shouldnotbepublishedwhichidentify the institutionor in-
dividuals within it. This sometimes means being prepared
tocarefully ‘disguise’ thesetting inquestion(andthiswould
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typically bemade explicit). Even so, where there are a com-
paratively small number of possible settings hiding identi-
ties isbynomeanseasy. (ImagineaLondonbasedacademic
who has found time to research the hospital management
practices at a ‘large’metropolitan teachinghospital –many
peoplecouldmakegood informedguessesaboutwhere the
research has been done, and who, for instance, the ‘Head
of Personnel’ referred to is). This is a very real problem for
qualitative research and researchers should (i) be realistic
aboutwhat theycan ‘offer’, (ii)bescrupulousaboutprotect-
ing those who want confidentiality, (iii) set higher thresh-
olds for what goes into publications compared with ‘inter-
nal’ reports for the research teamor institution inquestion.
(b) Qualitative researchers will normally collect large

quantities of data thatmight, inother circumstances, be re-
garded as ‘gossip’. That is to say theywill not only be asking
research participants to talk about themselves but inviting
them to talk quite freely about what is of interest to them.
Naturally, this may include perceptions and stories which
relate to many others (their colleagues, their bosses, their
patientsetc.). It isclearlyessential thatresearchers takecare
to protect the interest in privacy of these other people. The
fact that theymay not themselves be research participants
should make no difference.
Assessors should expect researchers to set out their prac-

ticalapproachtothese issuesofconsentandconfidentiality
in ‘social spaces’, and the rationale for their approach.

Implications for Research Ethics Committees

RECsmust ensure that they eitherhavememberswhohave
a feel for qualitative research, or they have easy access to a
group of qualitative assessors or advisers.
In many cases there may be a need to review the pa-

perwork and procedures of RECs to ensure that they are
suitable for qualitative research appraisal.
In particular there is a need:

(a) Tomakesure thatcertainaspectsofqualitative research
proposals are not assessed using the wrong criteria.
For example: (i) It is usually inappropriate to con-

sider statistical representativeness or statistical gen-
eralisability. (ii) Generally qualitative research studies
pose little risk of harm to health or physical well-being.
They will, by contrast, typically depend upon a degree
of personal and social invasiveness – although in some
cases it will not take long to establish that the invasive-
ness, and the associated risks of harm, are minimal.

(b) Tomakesure thatcertainaspectsofqualitative research
proposal are not under-scrutinised.
For example: (i) It is essential that researchers are

familiar with the appropriate techniques of rigour for

their work, and specifically that they have a critically
reflective approach to it. (ii) Some qualitative research
studiesarepotentiallyhighly invasivesociallyandemo-
tionally. In these cases the justification for the research,
and the safeguards proposed need very careful consid-
eration indeed.
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ADDITIONAL QUALITATIVE RESEARCH REFERENCES

Following is an annotated bibliography which was created

by Dr Tom Farsides, Lecturer in Social Psychology at the University of

Sussex for participants on the King’s College Centre for Medical Law

and Ethics’ Short Course on The Ethics for Research on Humans.

Highly recommended

Bryman, A. (1988). Quantity and Quality in Social Research.

London: Routledge.
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A very sensitive and sensible evaluation of the strengths and weak-

nesses of qualitative and quantitative research methods.

Creswell, J.W. (1998).Qualitative Inquiry andResearchDesign:Choosing

Among Five Traditions. London: Sage.

The first book to turn to when attempting to answer specific ques-

tions about methodological and conceptual similarities and differ-

ences between any of the five traditions considered; life history, phe-

nomenology, grounded theory, ethnography, andcase study.Aglaring

omission, however, is a comparative treatment of ethical concerns.

Greenhalgh, T. & Hurwitz, B. (eds.) (1998). Narrative Based Medicine:

Dialogue and Discourse in Clinical Practice. London: BMJ Books.

In particular, Chapters 3 (‘The median isn’t the message,’ by Stephen

Jay Gould, pp. 29–33) and 24 (‘Narrative in an evidence based world,’

by TrishaGreenhalgh, pp. 247–265) illustratewhy a sparse knowledge

of quantitative sample norms sometimes needs to be supplemented

or replaced by a detailed knowledge of particulars that may (or may

not) deviate from those norms.

LeCompte, M.D. & Goetz, J.P. (1982). Problems of reliability and validity

in ethnographic research. Review of Educational Research, 51, 31–60.

Attempt to establishparallels for reliability andvalidity criteriawithin

qualitative research in pursuit of objectivity. They discuss such con-

cepts as history and maturation, observer effects, selection and re-

gression, mortality, spurious conclusions, and external validity.

Murphy, E., Dingwall, R., Greatbatch, D., Parker S. & Watson, P. (1998).

Qualitative researchmethods in health technology assessment: A re-

view of the literature.Health Technology Assessment, 2 (16). Available

on-line from links found at:

http://www.soton.ac.uk/∼hta. Currently located at:
http://www.hta.nhsweb.nhs.uk/fullmono/mon216.pdf

A longbut plain speaking and thoroughoverviewof qualitativemeth-

ods as they apply to ‘real world’ research. Particularly recommended

are the ‘Executive summary’ and Chapters 1, 4, and 5. For those con-

cerned solely with ethical issues, Chapter 5 (‘Criteria for assessing

qualitative research’) alone might suffice.

Robson, C. (1993). Real World Research: A Resource for Social Scientists

and Practitioner Researchers. Oxford: Blackwell.

A fantastic resourcebook.Beyondcompareasafirst-resortwhencon-

ducting ‘real-world’ researchusingmoreor lessanymethodology.Has

onechapteron ‘theanalysisofqualitativedata.’Anappendixcontains

a (nowslightlyoutofdate) statementof theBritishPsychologicalSoci-

ety’s views of ‘ethical principles for conducting research with human

participants.’ Another appendix provides guidelines on writing and

recognising good (and not so good) research proposals.

Miles, M.B. & Huberman, A.M. (1994). Qualitative Data Analysis: An

Expanded Source Book, 2nd edn. London: Sage.

A very practical ‘realist’ overview and attempted synthesis of qual-

itative methods. Chapters 2, 6 and 10 are ‘essential’ chapters for

learning about how ‘realist’ qualitative research may be fruitfully

pursued. Chapter 11, ‘Ethical issues in analysis,’ adopts the simple

straightforward and practical approach as the rest of the book and is

highly recommended for interested LRECmembers.

For more specific interests

Case study
Stake, R. (1994). Case studies. In Handbook of Qualitative Research ed.

N.K. Denzin & Y.S. Lincoln pp. 236–247. London: Sage.

A chapter-length overview of case study research in a qualitative col-

lection of much broader interest. Contains references to the earlier

classics of Lincoln & Guba (1985) and Yin (1989).

Conversation analysis
Silverman, D. (2001). Interpreting Qualitative Data : Methods for Ana-

lyzing Talk, Text and Interaction, 2nd edn. London: Sage.

Champions reliability by using high specification and low inference

of category generation.

Discourse analysis
Potter, J.&Wetherell,M. (1987).DiscourseandSocialPsychology:Beyond

Attitudes and Behaviour. London: Sage.

The most important exposition of discourse analysis. Makes explicit

that discourse analysts ‘do not intend to use the discourse as a path-

way to entities or phenomena lying “beyond” the text . . . Rather, the

focus is on the discourse itself : how it is organized and what it is do-

ing’ (p. 49). Discourse analysts are ‘interested in language use rather

than the [attitudes andbehaviour of] people generating the language’

(p. 161). Thus, discourse analysts attempt to identify the ‘functions’

discourses serve and how those functions may be served by the dis-

course. They attempt to do thiswithout reference to anything beyond

(interpretations of) the text at their disposal.

Grounded theory
Strauss,A.L. (1987).QualitativeAnalysis forSocialScientists.Cambridge:

Cambridge University Press.

Part 2 of the introductory chapter, entitled ‘grounded theory analy-

sis: main elements’ (pp. 22–39) is an excellent overview of grounded

theory. This details themainmethodological rules of thumbbywhich

grounded theorists attempt to generate theory fromdata, as opposed

to using data to test theories.

Strauss, A.L. & Corbin, J.M. (1998). Basics of Qualitative Research: Tech-

niques and Procedures for Developing Grounded Theory. London:

Sage.

For thosewho prefermore up to date references. Develops the classic

Strauss &Corbin (1990) text which is both highly cited and eminently

readable.

Interviewing
Kvale, S. (1996). Interviews: An introduction to qualitative research in-

terviewing. London: Sage.
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Much cited, but of interest to LREC members primarily for its

Chapter 6, ‘Ethical issues in interview inquiries.’ This usefully con-

siders ethical issues that may be particularly relevant at different

stages of the research processes, from identifying the scientific value

of the knowledge sought to considering the consequences of publish-

ing findings.

Other recent and/or important texts
Bryman, A. (2001). Social Research Methods. Oxford University Press.

ISBN: 0198742045. Paperback.

Bryman, A. & Burgess, R.G. (eds.) (1994). Analyzing Qualitative Data.
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Punch, K.F. (1998). Introduction to Social Research: Quantitative
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Paperback.
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Fischer & Rennie. British Journal of Clinical Psychology, 39, 1–6.
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Introduction

Within the last 30 years, there has been a huge growth in
usage of complementary and alternative therapies (CAM)
both in the UK and world wide (Eisenberg et al., 1998). A
report to the Department of Health estimated that up to
5 million patients in the UK may have consulted a CAM
practitioner in the preceding year (Mills and Budd, 2000)
andarecentReportbytheHouseofLordsSelectCommittee
on science and technology recognised that use of CAM in
the UK is widespread and growing (House of Lords, 2000).
Whereas in the past, orthodox medicine was hostile to-

wardsCAMapproaches,doctorsare increasingly interested
in the potential benefits CAMmay offer their patients, par-
ticular those patients suffering from chronic, undifferen-
tiated diseases for which conventional medicine has little
to offer. A 1995 study estimated that 39.5% of GP practices
in England were providing access to CAM therapists for
their NHS patients (Thomas et al., 1995). A recent survey
of UK GPs carried out by the BMA (BMA, 2000) found that
79% of those responding felt that acupuncture should be
made available to patients on the NHS. The most popu-
lar therapies currently are the so-called ‘big five’, namely:
acupuncture, homoeopathy, herbalism, osteopathy and
chiropractic (the last two of which are subject to statutory
regulation). Other popular therapies include aromather-
apy, reflexology and healing.Most consultations with CAM
practitioners occur in the private sector, with patients pay-
ing for sessions out of their own pockets.Most CAMpracti-
tioners arenotmedically qualified, althoughgrowingnum-
bersofdoctors,nurses,midwivesandphysiotherapistsalso
utilise CAM techniques.
The current policy trend, both in the UK and the US,

is towards the integration of conventional and CAM ap-
proaches (Rees and Weil, 2001). In the UK, this is likely to

be evidenced by greater access to CAM treatments avail-
able through theNHS. For integration to occur, a sound ev-
idence base must be established (BMA, 2000). Many CAM
practitioners are committed to evidence-based CAM. The
Research Council for ComplementaryMedicine’s CISCOM
database contains nearly 70 000 CAM references, includ-
ing over 5000 randomised control trials (RCTs). Certainly,
there have been concerns about themethodological rigour
of much CAM research which has been conducted in the
past. Systematic reviews have concluded that larger, well-
designedstudiesarenecessarybeforemakingauthoritative
guidance (Nahin and Straus, 2001). Centres of research ex-
cellence now exist and research methodology has a much
higher profile in the education and training of CAMpracti-
tioners than in the past. Both the UK and US governments
are currently funding research into the use of CAM.
Most of the concerns in this area turn on whether the

research into CAM treatments is sufficiently scientific. If
CAM is to be provided on the NHS, this will need to be on
the basis of evidence. Such evidence may include quali-
tative as well as quantative aspects. However, many CAM
therapists arenot interested inexploringexplanatorymod-
els for their therapy. Some CAM practitioners, coming to
healing from a non-scientific background, are concerned
that the entire framework underpinning medical research
isbasedon thepredominatingbiomedicalparadigmwhich
is starkly at odds with their beliefs about disease causation
and appropriate treatment. Conventional research uses
concepts of health and disease, cause and effect and mas-
sifying (extracting findings from the general population to
the individual) which do not capture the holistic experi-
ence which aims to take account of the uniqueness of the
individual patient (Stone, 2002).
Other therapists feel that the efficacy of their therapy

does not need to be proven in scientific terms because the

49
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therapy has had a long history of safe and effective use.
Acupuncture and herbal medicine are examples of heal-
ing traditions which go back thousands of years and for
which much empirical data exists, but not necessarily in
the form that modern-day researchers would find accept-
able. However, the argument that a long history of safe us-
age obviates the need for further research is unsustainable
asabasis for integration, sinceprovidersneedevidencenot
only as to the efficacy of the therapy in question, but also
as to the comparative efficacy between CAM approaches
and conventional approaches to the extent that this can be
ascertained.

Implications of integration on CAM research

The implications of integration are important in a research
context for three reasons:
(i) Integrationwillbe intoanincreasinglyevidence-based

culture and this will require a stronger research base
for CAM than currently exists.

(ii) Integration intoadominantbiomedicalparadigmpre-
supposes that the researchwill be comparable in stan-
dard and design to scientific research of allopathic
treatments.

(iii) IntegrationofCAMwillbe intoanalreadycash-starved
NHS and so will require evidence as to cost effective-
ness as well as efficacy.

Why scientific research into CAM may be difficult or
inappropriate

CAM relationships differ from conventional treatment in a
number of critical wayswhichmaymake research difficult:
� Holistic relationships rely on highly individualisedmeth-
odsof treatmentandprescribing,whichvaryaccording to
the individual, rather than being based on the presenting
symptom. The effect of this is that product-based thera-
pies (such as homoeopathy andherbalism) are extremely
difficult to fit within a ‘regular’ RCT framework. For ex-
ample, in a clinical setting, 100 patients with seemingly
identical hayfever symptoms might each be prescribed
a different remedy by a homoeopath or herbal medical
practitioner, based on the individual’s unique constitu-
tion and a broader diagnostic base than that used in con-
ventional medicine.

� Many therapists routinely combine a range of therapeu-
tic modalities in a single treatment session. Most con-
ventional researchers attempt to evaluate the effect of a
specific intervention and would consider that allowing

practitioners to utilise different approaches with differ-
ent patients would introduce too many variables into a
study.

� RCTs may be able to evaluate CAM treatments with spe-
cific effects but are not the best tool for measuring non-
specific effects, including the healing effect of the thera-
peutic encounter itself. Since many practitioners believe
that there is a synergistic relationship between specific
and non-specific effects, a clinical trial which only evalu-
ated specific effects would be of limited value.

� In many therapies, the precise mechanism for how the
therapy may work is, as yet, unknown.

� Many practitioners lack the training or experience to
conduct high quality research, although several centres
of excellence exist.

� Most practitioners work in single-handed, private prac-
tice and cannot afford to take time out to conduct re-
search, or to participate in the numerous activities re-
quired to underwrite research, e.g. time to peer review
research proposals, or to serve as advisors or trustees to
research charities.

� Since most CAM patients pay privately for their treat-
ment, there is not an obvious source of CAM patients
upon whom CAM research can be conducted. Consider-
ation needs to be given as to whether waiving/reducing
fees in return for participation in a trial would count as
unacceptable coercion which would invalidate the par-
ticipant’s consent.

� There has been a reluctance to fund CAM therapies by
themajor sources of research funding, although themain
medical research charities are demonstrating increasing
interest in this area.

� There has been publication and reviewer bias against
CAMresearch in thepast,withmanymainstreammedical
journals being unwilling to publishwhat they perceive as
‘soft evidence’, and NHS funders unwilling to accept evi-
dence published in CAM journals or non-peer-reviewed
journals (Resch et al., 2000).

What research questions need to be answered?

VincentandFurnham(1997) identifyfivekeyareas forCAM
research.Thesewillbeofvarying importancedependingon
thedevelopmental stageofa therapyandwhat researchhas
already been carried out. The questions they identify are:
(i) Does the therapy have a beneficial effect on any

individual disease or disorder?
(ii) Does the treatment have any advantage over existing

treatments in terms of efficacy, safety, patient prefer-
ence, cost and availability?
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(iii) Is thiseffectprimarily,orevenpartly,duetothespecific
and intended action of the treatment as opposed to
placebo?

(iv) What mechanism might underlie the therapy’s
actions?

(v) The reliability and validity of diagnosis, the value of
individual techniques, the role of the practitioner and
perhaps the attitude of the patient.

Need to develop appropriate research methodologies
for evaluating CAM

As discussed, the RCT, whilst considered the gold standard
for evaluating drug treatments, may not be the most ap-
propriatemechanism for evaluatingCAM.Accordingly, the
onus lies onCAM therapists to devise appropriate research
methodology. Since CAM lacks the research infrastructure,
established research groups are encouraged to consider
collaborating with CAM practitioners (BMA, 2000). Other
points to bear in mind are:
� Subjective outcomemeasures will form an important el-
ement of much CAM research, since CAM draws heavily
on the patient’s subjective experience of illness.

� Objective outcome measures may nonetheless be pos-
sible and desirable in much CAM research – this may
require someone other than the treating practitioner to
collect data to eliminate bias.

� The use of a placebomay not be possible, appropriate or
desirable. Much debate exists, for example, over the use
of ‘sham’acupunctureas aplacebo, sinceevensuperficial
needling may exert a beneficial effect.

� Patient preference needs to be built into the trial de-
sign (particularly if the patients are fee-paying) (Fitter &
Thomas, 1997), since this is likely to optimise out-
comes and give a more realistic picture of the interac-
tion than randomisation, possibly against the patient’s
preferences.

� Double blinding is unlikely to be feasible, e.g. in manip-
ulative therapies/acupuncture.

� Pragmatic trials (which measure the outcomes of thera-
pies as they are practised in real life situations) may pro-
vide more helpful data than exploratory RCTs (in which
the practitioner’s interventions are circumscribed and
bear no resemblance to the reality of the CAM therapeu-
tic encounter). Rather than attempting to eliminate it,
the pragmatic trial seeks to maximise any placebo effect
along with specific treatment effects.

� CAM therapies may not show benefits as quickly as con-
ventional treatment and this needs to be factored into
research design.

� The definition of what counts as an acceptable end
point may vary from patient to patient. Since most
CAM practitioners reject Cartesian assumptions about
the mind/body split, a successful CAM outcome may
not necessarily manifest in a physical ‘cure’ but in
improvements in the patient’s emotional and spiritual
outlook.

Implications for Research Ethics Committees

Although there is limited NHS provision, at the present
time most CAM encounters take place in the private sec-
tor. Although RECs are only mandated to vet research re-
lated to NHS patients, they are able, and arguably obliged,
to consider any application affecting the well-being of
human subjects. As moves towards integration increase,
LRECs/MRECs are likely to see a significant increase in
CAMapplications in thecomingmonthsandyears, soneed
to be aware of the particular issues that CAM research
raises. The main problem which is likely to beset CAM
research is that LREC/MRECmembersmayknowvery little
about CAM therapeutics. This, together with themedically
dominated constitution of most ethics committees may
lead to scepticism about CAM applications. Ethics com-
mittees shouldnot dismiss or trivialise applicationsmerely
because they have little belief in, or experience of, non-
conventional approaches tohealth andhealing, orbecause
they remain unconvinced as to the value of qualitative re-
search.The duty of RECs is to protect research participants
fromharmand topromoteethically sound research.Whilst
CAM therapies are, for the main part, considerably safer
than conventional medical treatments, the parameters of
what constitutes acceptable risk/benefit may be rather
different in CAM than in conventional medicine and
is far more likely to be subjectively determined by the
patient.
Given the need for sound research in this area,

LRECs/MRECs should facilitate research wherever pos-
sible, providing assistance with trial design if necessary,
and making constructive comments if it is felt that a pro-
tocol is unacceptable in its present form. RECs should
consider CAM applications with an open mind. Unless
LRECs/MRECs have particular expertise in deciding these
issues, they should co-opt onto the committee someone
with the appropriate expertise to advise on a CAMapplica-
tion. The Research Council for Complementary Medicine
(information@rccm.org.uk) and the Foundation for Inte-
grated Medicine (enquiries@fimed.org) may be useful re-
sources in this regard.
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Introduction

Students of health care and the biomedical and social sci-
ences generally require some training in the methods of
research in their disciplines. At upper undergraduate and
postgraduate levels, such training is often deepened by re-
quiring students to carry out research projects themselves.
The situation regarding the ethical review of such projects
has been unclear in the UK and elsewhere for some time.
Recent guidance from the UK Department of Health has
created some clarity in this area, but there is still much
room for interpretation and debate. In this brief chapter,
we discuss this guidance and set out some general princi-
ples for the review of student projects.

Student research and research governance

Current thinking on the ethics of research lays great stress
on the implementation of effective structures and pro-
cesses for quality management of research and ensur-
ing that research protects the interests of participants
while facilitatingwiderhealth services, social and scientific
goals. This approach is known as ‘research governance’. In
2000, the UK Government’s Department of Health issued
guidance on a general approach to research governance
throughout the UK National Health Service (NHS), the Re-
search Governance Framework for Health and Social Care.1

As part of the implementation programme for this frame-
work, in 2001 the Department of Health’s Central Office for
Research Ethics Committees (COREC) issued Governance
Arrangements for Research Ethics Committees (GAFREC).2

1 Available at http://www.doh.gov.uk/research/rd3/nhsrandd/

researchgovernance/govhome.htm
2 Availableathttp://www.doh.gov.uk/research/documents/gafrec.doc

All references in the text are to paragraph numbers in this document.

This replaced previously existing guidance specifying the
role and responsibilities of Research Ethics Committees
(RECs) in theNHS,andsetsout the responsibilitiesofRECs,
researchers and sponsors vis-à-vis the ethics and gover-
nance of research projects in the NHS.
GAFREC recommends that research conducted outside

the NHS or in a social care context be reviewed, either by
an NHS REC, or by an independent REC complying with
the general principles of GAFREC.
The only statement in GAFREC relating to student re-

search is as follows:

10.4 Research to be undertaken by students primarily for edu-

cational purposes (e.g. as a requirement for a University degree

course) shall be considered according to the same ethical and op-

erational standards as are applied to other research. In such cases

the supervisor takes on the role and responsibilities of the sponsor.

In reaching its decision, the REC will wish to consider the broader

overall benefits gained by such research.

In the context of the GAFREC document as a whole, this
could be read, narrowly, to imply that certain types of re-
search, because they fall outside the express remit of NHS
RECs, aremore loosely regulated than others. For instance,
students conducting physiological experiments on each
other in a university laboratory, or students interviewing
members of the public about their health beliefs (pro-
vided they did not identify participants throughNHS lists),
might be thought the kind of research outside the scope
of GAFREC. Conversely, any research by students which
does fall within GAFREC’s scope now appears to be much
more tightly regulated than it has been in the past. We
would argue that this ismistaken, because GAFREC, rather
than being a set of rules, is a recommendation of quality
and ethical standards, which, while binding (as manage-
ment decisions) on the NHS and its staff, represent cur-
rent best practice for human participants’ research in all
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contexts. In the remainder of this chapter we will set out
some processes and standards, consistent with GAFREC,
which make sensible review of student research clear and
practicable.

Governance of student projects

Paragraph 10.4 makes certain key points clear:
� The same ethical standards apply to student projects as
to any other research.

� Thesameoperational standardsapply to studentprojects
as to any other research.

� The supervisor of the student’s work has the role of
sponsor.

� Review should take into account the broad social goals
served by allowing students to do ‘training’ projects, but
these goals remain secondary to the dignity, safety, rights
and well-being of the participants in research.

This paragraph is supplemented by an earlier paragraph,
10.2, which reads as follows:

10.2 Where a potential applicant is inexperienced, there should

be an identified supervisor of adequate quality and experience

who will counter-sign the application form, and then share the

responsibility for the ethical and scientific conduct of the research.

A current signedCVof the supervisor should be submittedwith the

application.

10.2 and 10.4 together address the requirements of a previ-
ous paragraph, which reads as follows:

10.1 The application shall be submitted by the “principal investi-

gator”who is the person designated as taking overall responsibility

within the team of researchers for the design, conduct and report-

ing of the study. It follows that the applicant should be of adequate

qualification and expertise to fulfil this important role.

The Research Governance Framework requires every
project to have an identified principal investigator, funder,
sponsor, employing organisation (for the investigators),
care organisation (host of the research), and responsi-
ble care professional (where patient care is involved or
may be necessary to support the research investigation)
(Research Governance Framework 3.3.1 Box C). In much
student research, the costs are minimal or zero, so that
the roles of the funder and sponsor coincide; most stu-
dents are not carrying out research as employees, although
their supervisor normally will be an employee of a health-
care organisation, research organisation, university or
college.
According to paragraphs 10.1,2,4 of GAFREC, and para-

graph 3.3.1 of the Research Governance Framework,
student research is always to be governed by a set of

mechanisms and identified responsibilities which support
students in their research and protect participants. The
degreeofresponsibility fallingonthestudentvariesaccord-
ingtotheirexperienceandqualificationstocarryout there-
search; themore inexperienced the student, the greater the
responsibility falling on the supervisor andhost institution
toensure that the research iscarriedouteffectivelyandeth-
ically. In practice, this will mean tailoring research projects
to the student’s ability and experience, both to achieve sat-
isfactoryeducationalgoalsandtominimisetheriskofharm
to participants. But it will also require certain duties from
supervisors and educational institutions.
At section9.8,GAFRECmakes it clear that researchwhich

merely duplicates existing knowledge or is methodologi-
cally inadequate is unethical. This implies that students
shoulddemonstrate that theproject theywish toundertake
is innovative. At 9.13a, it states that the proposal for review
must establish that the proposed methods and resources
requestedare appropriate to thequestionathand, the ethi-
cal standards required, and thecompletionof theproject in
reasonable time. At 9.13g it requires the applicant to show
that the site and supervision arrangements for research are
adequate. Further, at 10.5–10.6 it is clear that the appli-
cation requirements to RECs are the same, whatever the
nature of the application – whether or not this is a student
project.
This is a tall order for most students. Some suggestions

following from this are as follows:
� Students should concentrate their efforts on producing
literature-based research reports, until such time as they
acquire sufficient knowledge and experience to identify
a genuine research question (however modest).

� Students wishing to practise research techniques should
begin by working under a supervisor’s direction with the
supervisor as principal investigator, and with appropri-
ate employment or equivalent contracts, and liability
arrangements as necessary. Working as an experienced
researcher’s assistant will not normally necessitate an
application in the student’s own right.

� Where a student has identified an innovative research
question, he or she should work with a supervisor who
will work to an agreed code of practice, consistent with
the Research Governance Framework, to guarantee the
quality of the researchmethod and the ethical safeguards
required.

� The responsibility taken by the student for the research
project will grow according to the student’s experience,
training and qualifications, and mastery of the methods
and management skills required. At a certain point, the
sponsor, supervisor and student will agree that the stu-
dent is the appropriate principal applicant, and will take
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over all the responsibilities implied in GAFREC and the
Research Governance document.

� Where the student is a health care professional, the pro-
fessional standards which apply to them apply equally
to the research. This may transfer some of the legal
liability and moral responsibility to their shoulders, but
in practice where the professional is a trainee learning a
new technique (here, researchmethods), the responsibil-
ity remains shared with the supervisor, sponsor and host
institution.

� All students carrying out research are obliged to main-
tain the samehigh ethical standards as their seniors. This
applies to consent, information, risk control and proper
technique. Inparticular,where the student is carryingout
research on other students, caremust be taken not to ex-
ploit the ‘peer relationship’; where research is carried out
with patients or members of the public, they must be in-
formed that the research is being carried out by a student
and that it is primarily for educational reasons, unless the
research objective is very clearly primary (as in a PhD, for
instance).

Paragraph 10.4 seems to open the door to a relaxation of
scientific standards, or replacing those standards by ‘ed-
ucational standards’. Thus, it would be reasonable to say
that the aim of most student projects is not to add to the
stockofhumanknowledge, but rather to contribute to their
training, and the stockof social good is advancedbyadding
another trained professional to the cadre. Under this the-
ory, student projects should state that they are educational
projects, that the researcher is a student and that he or she
aims to learn how to do something, rather than to con-
tribute to science. These aims should certainly be made
clear to participants. In practice, however, it is very hard to
distinguish, as a general rule, where the line between ed-
ucational and scientific aims is to be drawn. In addition,
patients in health care settings may find it highly confus-
ing to learn that their doctor may be highly qualified in
one way, as their doctor, but a novice in another way, as
a researcher. We recommend that RECs bear in mind that
some projects are farmore ‘educational’ than ‘scientific’ in
nature, and look on educational projects sympathetically;
but GAFRECmakes it clear that formally no special case is
to be made, and indeed higher governance standards are
required.
Inmosteducational institutions, studentsworkingunder

a particular supervisor, or undertaking a particular course
or module will present their work for review in batches
at certain times of year, predictable in advance. GAFREC
implies that the principal investigator is responsible for
ensuring the scientific and ethical standards are met in a
project, and that application for review is made in proper

form at the appropriate time. This entails – for most stu-
dent research at undergraduate or Masters’ level – the
supervisor acting as principal applicant, or in some cases
as co-principal. For more advanced students the supervi-
sor acts as sponsor (who is responsible for ensuring that
REC review is sought, that the scientific quality of the work
is up to the mark – usually by independent review – and
that appropriatemanagement andmonitoring is in place).
This responsibility necessitates a kind of contract be-

tween student, supervisor and institution to the effect that:
� the student will have met the supervisor and discussed
the project in detail

� the supervisor will make a project timetable with the
student

� the student will prepare protocol and application mate-
rial in good time for the supervisor

� the supervisor will review the project in detail before
signing it off as principal or co-principal investigator,
where necessary submitting the project to independent
scientific review (possibly by a Faculty or Departmental
committee)

� the supervisorwill take overall responsibility for ensuring
that the student has the support and oversight necessary
to conduct the project safely and efficiently, in time for
writing up and submission for examination

� thesupervisorwillberesponsible forsendingacopyof the
final report to the REC. Here ‘responsible’ means either
doing it or seeing that it is done, as appropriate. Failure to
carry out these responsibilities should be a disciplinary
matter (for supervisor and student alike).

All of these requirements on the student and supervisor
should be set out in the institution’s code of practice,which
should also cover theworking conditions and expectations
for student research assistantships, work experience, part
time work, and ‘elective’ projects (particularly for medical
students).

REC review of student projects

GAFRECdoesnotmakereviewingstudentprojectseasieror
more lenient.However itdoesstructure theprocess, insuch
away as tomake it clearerwhat kinds of project are accept-
able from students. By casting matters in terms of quality
andethical standards, it becomes clearerwhatworkwecan
expect from students at differing levels of experience, what
projects are or are not appropriate, and what level of re-
sponsibility is to be attributed to students and supervisors
alike. This will mean that certain kinds of project become
less likely tobesubmitted,whileothersbecomemore likely.
It may mean a rise in workload for many committees, but
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a fall in workload for others. Two proposals may simplify
matters.
First, it is clear that RECs should work with educational

institutions to establish very clear understandings about
what kinds of project, and what application process, are
acceptable in the light of GAFREC and the ResearchGover-
nanceFramework. This kindof partnership and communi-
cation, while maintaining independence, is mandated by
paragraph 1.10 of GAFREC,which begins ‘the protection of
research participants is best served by close co-operation
and efficient communication amongst all those who share
the responsibility for it.’
Second,onconsiderationofthestrict timestandardsnow

imposed on REC review (on receipt of a valid application,
theRECmust reportwithin60days), it is clear thatRECswill
be strict about what amounts to a valid application and ef-
ficient in reporting to applicants.(7.10–7.16) Inadequately
presented applications will not be reviewed; valid appli-
cations will be reported on within 60 days. This is a long
time in student time, but a short period in the real world!
Given that most RECs review many proposals in addition
to student proposals, GAFREC authorises Health Authori-
ties to establish as many RECs in their area as necessary in
order to ensure that all protocols in an area are reviewed
within 60 days.(4.8, 7.16) It also authorises Health Author-
ities to establish a single administrative office to service
all RECs in their area (4.8), and to recover the costs of re-
view from funders or sites outside the NHS. (7.22) On this
basis, it is possible for a Health Authority, in consultation
with educational institutions, to establish a REC on lines
consistent with GAFREC which reviews only – or mainly
– student research projects, and sits to a timetable deter-
mined by the points on the student calendar when bulk
applications are to be expected. An alternative would be
to establish a subcommittee of an existing REC, although
GAFREC appears to require the same standards to be used
as in the full REC. (Standards for ‘expedited review’ are to

be published shortly, in part B of GAFREC, which sets out
model standing orders and similar details.)

Conclusion

Much ambiguity remains regarding the review of student
projects. Are such projects properly understood as ‘re-
search’? If not, do they fall into GAFREC’s remit? How are
projects outside thebroad reachof theNHS tobe reviewed,
and how is this requirement to be enforced? Are standards
for researchmethodology in student projects being set too
high? But we believe that the GAFREC standards do at least
provide a clearer and more straightforward approach to
student projects than hitherto. We strongly believe in the
importance of helping students to learn researchmethods
in a safe and constructive environment. What appears
clear from GAFREC is that the responsibilities of super-
visors and educational institutions to provide students
with appropriate training, support and oversight aremuch
greater thanbefore.Given thatprotectionof the interests of
patients, the public and student volunteers themselves is
so important, this raising of standards is only appropriate.
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The ethics of genetic research

Ruth Chadwick

Institute for Environment, Philosophy and Public Policy, Lancaster University, UK

Introduction: what is genetic research?

New scientific work in human genetics and the increasing
useof large-scalegeneticdatabasesmayrequirenewthink-
ing about the ethics of genetic research. Genetic research
covers both research on single gene disorders such as
cystic fibrosis, and research into any genetic contribution
to common multifactorial diseases such as heart disease,
diabetes and the cancers. It also covers research into
mental disorders such as schizophrenia, into behavioural
differences such as learning disabilities, personality or
behavioural traits and the genetic variations responsible
for differential response to drugs (the basis for pharma-
cogenetics). Genetic research also includes gene therapy
trials. For the purpose of this chapter, non-human genetic
research such as research on plants or animals will not be
covered.

There has been a debate about the extent to which ge-
netics and genetic research raise distinctive ethical issues.
Some writers argue for forms of genetic exceptionalism.
They have pointed out that genetic information about an
individual has implications for their blood relatives, that
it is predictive and that it may be obtained before any
symptoms of a disorder are apparent. Others think that
genetics does not raise ethical issues that are wholly dis-
tinctive, although it raises issues that may be different in
degree.

The ethical issues most often discussed in relation to ge-
netic research are that:
� genetic research could lead todiscrimination against and
stigmatisation of individuals and populations, and be
misused to promote racism or for eugenic purposes

� patenting and commercialisation may hamper access to
genetic discoveries for research and medical purposes

� the importance of genetic causes of social and other hu-
man problems may be exaggerated

� genetic research, or some of its applications, might be
used in ways that fail to respect the values, traditions and
integrity of populations, families and individuals

� thescientificcommunitymaynotengageadequatelywith
the public in planning and conducting genetic research
(HUGO, 1996).

During the years 1990–2000, a great deal of genetic re-
search was aimed at the decoding of the human genome.
The HUGO (Human Genome Organisation) Ethics Com-
mittee made a number of recommendations in 1996 that
responded to these concerns, as did many other interna-
tional, national and professional ethics committees. Re-
commendations typically covered requirements for com-
petence on thepart of the researcher and for the researcher
to consult with participants; to seek informed consent; to
respect the choices of research subjects; to maintain con-
fidentiality; to achieve collaboration between individuals,
populations and researchers; to identify any conflicts of in-
terest and to provide appropriate compensation without
undue inducements.

Distinctive ethical issues may be raised by genetic re-
search on specific sorts of research populations (Clarke
et al., 2001). There are populations such as that of the UK
which are ethnically and genetically very varied. The UK
has been regarded as a good site for a national collection
that would associate genetic differences with disease risk.
Then there are populations, such as that of Iceland, which
have remained geographically isolated and which contain
much less genetic variation. This is one reason why it has
been claimed that Iceland is such a good population on
which to study the minute differences between otherwise
more genetically similar individuals that might make them
differ in their susceptibility to common diseases (Gulcher
and Stefansson, 2000).

Research on groups affected by particular disorders also
raises specific issues. Such research may identify genetic
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factors responsible for individual differences in responses
to particular pharmaceutical products used in treatment,
so providing the basis for pharmacogenetics. While it has
always been evident that individuals respond differently to
drugs, standard clinical trials do not provide information
about the genetic factors responsible for differential drug
response. Pharmacogenetics seeks and uses genetic infor-
mation about differential individual responses to drugs so
must obtain information on genetic variation. Require-
ments for informed consent, confidentiality and privacy
are all more demanding where participants in drug trials
are given genetic tests.

Informed consent

Thedoctrine of informed consent claims that researchpar-
ticipants should be informed of the aims, methods, risks
and benefits of research in which they are asked to partic-
ipate, and that their consent be voluntary and free from
coercion. In genetic research it is hard to obtain genuinely
informed consent.

Individuals’understandingofgenetic researchand infor-
mation may be limited. Media representations of genetic
discoveries may foster misconceptions. Understanding of
the risks and benefits of uses of genetic information may
be sketchy. The risks created by use of genetic information
by third parties, such as insurers, or by possible stigmati-
sation or discrimination may be hard to comprehend. Re-
search participants may misunderstand the implications
of the genetic information that they receive.

Storage of samples

These risks have to be assessed in a context in which the
ethical and regulatory framework is still developing, so it is
not clear what protections for individuals will be in place
in the future. This is a particular issue in the long-term
storage of DNA samples and/or the setting up of genetic
information databases (cf. House of Lords, 2001).

A research protocol may allow for samples to be taken
to investigate the genetic factors involved in a particular
condition, or in drug response to treatment for that condi-
tion. To track drug response, however, may require long
term storage of samples, and over time it may become
clear that there are other aspects of genetic research that
could usefully be done on those samples. It is questionable
whether research participants can properly consent to ‘ge-
netic research’ being done on their samples at some future
date without being clear about the detailed nature of that

research. This has led to a discussion on the relative merits
of ‘broad’ and ‘narrow’ consent. Broad consent allows that
participants might be able to consent to certain types of
genetic research being done on their samples. Narrow con-
sentwould requireexplicitdetail of exactlywhatconditions
would be investigated (cf MRC, 2001; Chadwick and Berg,
2001).

Confidentiality and access

Genetic information may be stored in a variety of ways.
Samples may be fully anonymised, personally identified
through labelling, or coded in such a way as to maintain
a (restricted) link between the genetic information and the
research participant. There are advantages and disadvan-
tages of each of these methods, both to researchers and
to research participants. The greater the possibility of link-
ing genetic information with personally identifying infor-
mation, the greater the risk of a breach of confidentiality.
However, the greater the security of the information, the
less the possibility of feeding back information to partici-
pants. Information provided to research participants must
make it clear what the procedures are for controlling ac-
cess and safeguarding security. It also needs to address
the issue of whether, and to what extent, feedback will be
available.

Right to know and not to know

The idea of a right not to know appears incongruous, given
that a major thrust of medical ethics in recent years has
been towards giving patients more information to facili-
tate their autonomous choice. The idea of a right not to
know has developed along with the knowledge that ge-
netic information may not only be distressing but also
imprecise. The offer of predictive genetic information is
not often accompanied by any possibility of preventive ac-
tion and, in these circumstances, the burden of increasing
amounts of genetic information may be too great. Con-
versely, there is a view that if there is genetic information
available that may be relevant to the health or health care
of an individual, then the individual has a right to that
information.

Some researchers choose to make the results of the re-
search as a whole available, but not to provide feedback to
individuals, even if in principle it would be possible. Mak-
ing the research results availablemayormaynot includean
offer of post-research testing and counselling to research
participants (cf. Clarke et al., 2001).
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Classification according to types of genetic information

Although all genetic information is sensitive, both because
of worries about possible misuse by third parties and be-
cause of the way in which we may believe it to be one of the
most deeply personal aspects of ourselves, some genetic
information is particularly sensitive.

Research into the genetic basis of mental disorders has
given rise to particular concerns about the possible im-
plications for individuals who may be identified as having
a genetic predisposition to mental disorder. Other areas
where genetic research is particularly sensitive include
research on the genetic factors involved in ‘intelligence’,
behaviour and lifestyle. For example, the very fact that
the genetic basis of homosexuality might be chosen as
a research topic could be interpreted as evidence of a
discriminatory attitude towards homosexuality, indepen-
dently of what use might be made of the results. There
are also worries about the implications of research into
behavioural differences between ethnic groups (Nuffield
Council on Bioethics, 2001).

Gene therapy

Gene therapy trials are likely to become more common as
the functions of an increasing number of genes are identi-
fied. While a distinction has commonly been drawn be-
tween somatic gene therapy andgermline therapy, this dis-
tinction has been challenged on both practical and moral
grounds.Somaticgene therapyaffectsonly thebodycellsof
an individual and thus can be covered by the same rules as
other clinical trials, the only caveat being concerns about
the extent to which consent can be genuinely informed in
the context of genetics. Germline gene therapy, however,
affects future generations and there are worries not only
about the irreversibility of effects on future generations but
also about the fact that they cannot give informed consent.

Changing paradigms in ethics and science

Although it is now frequently argued that it is a mistake
to speak in terms of a gene ‘for’ a given condition, when a
gene is identified that is implicated in a condition it gives
rise to expectations that thiswill lead toa therapy.There are
research ethics issues associated both with piloting testing
for the genetic factor in question andwith trials of any gene
therapy that might be developed.

It is worth noting that there is a shifting paradigm in
science from the testing of hypotheses in the laboratory
to the use of large genetic databases to generate and test

hypotheses. Although this kindof researchmaynot involve
human research participants directly, the results may still
have relevance or ethical implications for them.
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Research or audit?

Anthony Madden

Department of Anaesthesia, Southmead Hospital, Bristol, UK

It is sometimes hard to find the dividing line between re-
search and audit. The following is designed to make the
distinction clearer.

Medical research

� May involve experiments on human subjects, whether
patients, patients as volunteers, or healthy volunteers.

� Is a systematic investigation which aims to increase the
sum of knowledge.

� May involve allocating patients randomly to different
treatment groups.

� May involve a completely new treatment.
� May involve extra disturbance or work beyond that re-
quired for normal clinical management.

� Usually involves an attempt to test a hypothesis.
� May involve the application of strict selection criteria to
patients with the same problem before they are entered
into the research study.

Medical audit

� Never involves experiments, whether on healthy volun-
teers, or patients as volunteers.

� Is a systematic approach to the peer review of medical
care in order to identify opportunities for improvement
and to provide a mechanism for bringing them about.

� Never involves allocating patients randomly to different
treatment groups.

� Never involves a completely new treatment.
� Never involves disturbance to the patients beyond that
required for normal clinical management.

� May involve patients with the same problem being given
different treatments, but only after full discussion of the
known advantages and disadvantages of each treatment.
Thepatientsareallowed tochoose freelywhich treatment
they get.
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Randomised controlled trials

Hazel Inskip1 and Richard W. Morris2

1MRC Environmental Epidemiology Unit, University of Southampton, UK
2Royal Free and University College Medical School, London, UK

Arandomisedcontrolledtrial is thestandardmethodforas-
sessing a new treatment or procedure. Such trials provide
a more definitive answer than observational studies about
differences between groups. To assesswhether a treatment
is effective or not, a group of patients allocated to a new
treatment is compared with a group that receives an exist-
ing treatment or placebo.
In observational studies we can only observe what hap-

pens to individuals without intervening in anyway.We can
never ruleoutconfoundingasanexplanation foranydiffer-
ences found. In an RCT, allocation of the treatment is done
randomly to rule out the effects of confounding. RCTs are
similar to cohort studies except that we have randomly al-
located the ‘exposure’ (treatment) to the individuals in the
study.
ThedesignofanRCTisvital inensuring that theobserved

results can be attributed to the treatment(s) under consid-
eration. Poorly designed studies are often biased and are
therefore uninterpretable.

Study designs

The simplest design is where two groups of patients are
assessed. One is given the new treatment and the other
is given an existing treatment or a placebo. Allocation of
patients tothetwogroupsisdonerandomly.However, there
aremanymore complex designs. Some examples are given
below.
1 Multi-centre studies are increasingly being conducted
where large numbers of patients need to be recruited. It
is important that the same procedures are used in each
centre.

2 Cross-over studies are those in which the patients act as
their own controls. Each patient receives both the new
treatment and the old treatment or placebo sequentially.

Each patient is allocated randomly to his/her first treat-
ment.Usually a ‘wash-out’ periodbetween the two treat-
ments is required to ensure that the effects of the first
treatment period do not carry over into the second. The
effect of the new treatment is assessed by comparing
the results from each of the two treatments within each
patient. The advantage of this type of trial is that differ-
ences between patients do not have to be considered.
This is particularly useful if the outcomemeasure is hard
to ascertain, such as the patient’s assessment of pain.
A disadvantage is that it is hard to rule out carry-over
effects.

3 Sequential trials are designed in rather a different way.
Theycanonlybeusedeasily if thereisadefinedend-point
for eachperson.Thismightbedeathor recurrenceofdis-
ease. Every time such an event occurs, the results of the
trial are assessed; if a predetermined difference between
treatments has been reached then the trial is stopped. A
modified version is a ‘group sequential trial’, where the
data are inspected by an independent monitoring com-
mittee after recruitment of patients has reached given
fractions of the total intended.

4 Multiple treatments. Some trials assess the effect of two
or more new treatments and some consider combina-
tions of treatments.

Randomisation

Patients must be recruited to the trial before they are al-
located to a treatment group. If this is not done there is a
risk of biases operating in the allocation. In any study the
doctor must feel satisfied that on present knowledge the
patientmay do as well in either treatment group. However,
allocation biases are very subtle, and to avoid them the re-
cruitment must be done before allocation.
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Thegeneralpreferredmethodof randomisation is topre-
pare a set of sealed envelopes in advance. Each envelope
contains an indicator describing the treatment group that
the particular patient will receive. The envelopes are num-
bered on the outside, and issued sequentially. When the
first patient has been recruited to the study the first enve-
lope is opened to reveal the treatment arm to which the
patient is allocated. Variations on this method exist – and
in multi-centre trials there may be a central office that is
telephoned whenever a patient is recruited.
Patientsareusually the ‘unit’ of randomisation.However,

for certain studies whole groups of patients may make up
the unit. For example, if a new ward management policy
is being assessed, the entire ward will have to be a unit of
randomisation. In other circumstances theremay be prac-
tical reasons for group randomisation. If there is concern
about ‘spill-over’ or ‘contamination’ of the treatment from
one group to another – such as if the treatment ismainly in
the form of advice given – then randomisation may be by
GP surgery for example. Such studies need to be very large
as the analysis has to be by the unit of randomisation and
not by the individual patients in each unit. The study size
is the number of units – not the number of patients.

Eligibility of study participants

Strict rules need to be established about the type of pa-
tient who is to be considered for the trial. Examples of the
restrictions that might be made are:
Age: It may not be appropriate to treat children.
Sex: For some disorders it may be appropriate to consider
one sex only.
Severity of disease: The treatmentmay only be appropriate
for patients whose disease is at a certain stage.
Residence: If a specialist hospital treats patients referred
from a long distance there may be a bias towards patients
with more complex presentations of the disease (patients
with simpler conditionsmaybe treated locally) so a restric-
tion to the normal catchment area of the hospital may be
appropriate.
However, as soon as a trial starts there often seem to be
fewer eligible patients than anticipated. It is important
not to make the eligibility criteria too tight, as recruit-
mentmaythenbeverydifficult. Importantly too, the tighter
the eligibility criteria, the less generalisable are the results.
A treatment that is only shown to be successful in, say,
women aged 60–64 with systolic blood pressures between
120 and 130mmHg and a bodymass index between 20 and
24 kg/m2 is unlikely to be very helpful in routine medical
practice.

A relatedproblem iswhether thepatientswill find it hard
to comply with the trial protocol. Will many patients with-
draw from the trial? If, say, the trial is in the very elderly,
will many of them die from other conditions before the
trial ends? A trial that is unable to assess a high percentage
of its participants at the end of the trial will be hard to in-
terpret. The preferred analysis is called ‘intention to treat’
in which all the patients are included in the analysis even if
they have stopped taking the treatment. If it is impossible
to assess many of the patients, the trial will inevitably be
weakened; the results may be hard to interpret and it may
not be possible to generalise them to other patients in the
population.

Assessment of the effect of treatment (blinding)

Ideallyneither thepatientnor thepersonassessing theout-
come of the treatment knows which treatment the patient
has received.This isknownasadouble-blindstudy.Asingle
blind study iswhere either thepatient or thepersonassess-
ing theoutcomeknows the treatment. Fordrug treatments,
ideally the various treatments are made to look and taste
identical and a double-blind trial is possible. To compare
exercise with traction for the treatment of back pain, it is
impossible to blind the patient; but it should be possible
for someonewhowasnot involved in treating thepatient to
assess howwell he/shehas doneon the treatment – though
of course thepatientmaymentionwhich treatmenthe/she
hasreceived.As faraspossible thestudyshould incorporate
as much blinding as possible. This avoids subjective pref-
erences for particular treatments affecting the assessment
in each patient.

Points to be considered by an Ethics Committee

Many medical journals now require a CONSORT
(CONsolidated StandardsOfReportingTrials) statement to
be provided when reporting an RCT. The reference is given
below, with the web address that provides full details of
eachpoint of the statement. Those describing themethods
are particularly relevant to an Ethics Committee and cover
many of the issues described above. However, many trials
never reach the publication stage because problems have
arisen along the way, and there are some additional points
that a committee might wish to consider, such as:
(i) Are the eligibility criteria well described and is there

likely to be a large enough pool of patients to recruit
the number required for the study in the specified
time?
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(ii) Are the eligibility criteria such that the study can be
generalised to a reasonable sectionof the general pop-
ulation?

(iii) Are drop-outs likely to be amajor problem? If so, what
steps have been taken to minimise this?

Publication bias

As the synthesis of research evidence onparticularmedical
topics has become more popular, the dangers of publica-
tion bias have become more apparent. Negative studies
(those with statistically non-significant differences) have
a lower chance of being published than positive (statisti-
cally significant) studies. This phenomenon is especially
marked for small studies, where spurious large effects will
sometimes appear by chance. Small negative studies are
unlikely to be published. Thus small studies have special
potential to mislead the research community. It is particu-
larly important that ethics committees ensure that proper
study size calculations have been carried out. Partly to
address the problemof publication bias, the Cochrane col-
laboration tries to maintain a prospective register of trials
as they are begun. Those conducting trials should be en-
couraged to obtain an International Standard Randomised
Controlled Trial Number through the trial sponsors.

Cautionary note

RCTs are a gold standard and should be conducted wher-
ever possible to test out a new procedure or treatment.
There may, however, be situations in which an RCT is
impossible. This may occur when, for example, the unit

of randomisation would have to be extremely large and it
would be impossible to recruit enough units for a mean-
ingful analysis. Examples would include the assessment of
a change in hospital-wide policy. To recruit sufficient hos-
pitals and assess the effect on all the patients within them
would mean that a study of this type might never be con-
ducted. Sometimes compromises need to be made and a
weaker form of assessment may be better than none – but
the case for not doing an RCT needs to be justified.
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Determining the study size

Hazel Inskip1 and Richard W. Morris2

1MRC Environmental Epidemiology Unit, University of Southampton, UK
2Royal Free and University College Medical School, London, UK

On most Ethics Committee application forms there is a
question asking how the size of the study was determined.
This is an important question as study size has ethical
implications. Studies that are too small tend to give in-
conclusive results; they waste money and time, and study
participants are inconvenienced. They can give inaccurate
answers, which jeopardise future research. An apparently
largeeffect foundinasmall trialmaymakeafurthertrialun-
ethical. Conversely, important true effects may be missed.

Usually a formal study size calculation has to be made
and the answers to this question on the form are amongst
the most complicated to understand. Sometimes confi-
dence intervals are used to explain the study size (usually
for descriptive rather than comparative studies) and these
are discussed at the end of this chapter. Formal study size
calculations are used when the purpose of the study is to
compare two or more groups of subjects. There are five
areas that must be considered:
� Difference of interest
� Variability of measurements
� Significance level (p-value)
� Power of the study to detect a difference
� The proportion of the study population that is ‘expo-

sed’ or taking the treatment
People without a statistical training may find it difficult to
assess the study size statements and will have to rely on a
statistician. However, they can assess whether the differ-
ence of interest seems reasonable.

The five points will be considered in turn.

Difference of interest

For quantitative variables (e.g. height, weight, blood
pressure), the difference of interest is usually expressed

as a difference between means (averages), for example:
5 mmHg difference in blood pressure between two
treatment groups
100 g difference in birthweight between two groups

For categorical variables, especially for those with only
two categories (e.g. dead/alive, disease occurs/does not
occur), the difference may be expressed in terms of rel-
ative risks, odds ratios, hazard ratios, risk ratios, stan-
dardised mortality ratios, rate ratios (or any statistic
with the term ‘relative’ or ‘ratio’ in the name). All these
ratios can be interpreted in much the same way, for
example:
a ratio of 1.2 indicates a 20% increase in risk

0.8 indicates a 20% reduction in risk
5 indicates a fivefold increase in risk
1 indicates no difference in risk

e.g. (i) the odds ratio for hip osteoarthritis associated with
being overweight vs. normal weight is 1.7 (i.e. the risk of
hip osteoarthritis in those who are overweight is 1.7 times
the risk in those of normal weight, or in other words, the
risk of hip osteoarthritis is increased by 70% if the person
is overweight); (ii) the hazard ratio for breast cancer recur-
rence with adjuvant tamoxifen therapy is 0.6 (i.e. the risk for
those on tamoxifen is reduced to 60% of the risk in those
not on the therapy or, in other words, tamoxifen reduces
the risk of recurrence by 40%).

Studies that are only large enough to detect huge effects
are not worth doing. For example: (a) a study that is only
capableofdetectinganaveragereduction inbloodpressure
of 40 mmHg or more is a waste of time as no new drug
would be able to make such a huge difference, (b) a study
of lung cancer claiming to be able to detect an odds ratio
of 5 for high v. low exposure to diesel exhaust fumes is too
small, as such a large odds ratio is very unlikely truly to
exist.
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Variability of measurements

Variability of quantitative variables

This is particularly relevant for differences in means. Vari-
ables whose values vary widely between people in the pop-
ulation will require larger sample sizes than those that do
not. Variability is summarised by ‘variance’, or ‘standard
deviation’. Variance and standard deviation describe the
variability of individual measurements in the population
being studied.

The statistical explanations for these terms are as follows:
� Variance is approximately the average of the squares of

the difference of each observation from the mean.
� Standard deviation = √

variance
Four standard deviations is approximately the range of the
measurements in the population. The range is the dif-
ference between the largest and the smallest measure-
ment.

‘Variability’ of categorical variables

This is more complex. Essentially we consider proportions
(e.g. the proportion of people getting the disease or the pro-
portion dying). If the proportion is close to zero or close to
one then larger numbers are needed, but as the propor-
tions get nearer to a half we need smaller numbers, e.g. in
a cohort study looking at the risk of leukaemia in workers
exposed to radiation, a very small proportion of workers
will get leukaemia (approximately 0.01% per year) so very
large numbers are required. However, if we were looking at
back pain in nurses, approximately 20% per year will get the
‘disease’ so this is easier to estimate and smaller numbers
are required.

Significance level (P-value)

A P-value is a probability. It is the probability that the
study will seem to find an effect when one does not re-
ally exist (sometimes called a Type I error). For example,
suppose a drug being tested is actually useless, the study
might – by chance – seem to find that those on the drug
did better than those on placebo. The probability of this
happening is the P-value. Commonly the P-value chosen
is 0.05, which means that there is a 1 in 20 chance of
observing a difference that is not really there. Results in
papers often quoteP< 0.05. SmallerP-values mean that the
findingsareevenless likely tobeduetochance,e.g.P< 0.001
(less than 1 in 1000).

Power of the study to detect a difference

Power is also a probability. It is the probability that we will
be able to detect an important difference if it is really there.
Whenastudymissesadifference,oreffect,which isactually
present, this is a Type II error. The more powerful the study,
the lower the probability of making a Type II error. This
depends on the difference of interest. Large differences will
be easier to detect so the power will be higher. The following
table shows how we might be in error. Of course we do not
know the ‘truth’ but we hope that our study will get close
to it.

Study findings

Difference found Difference not found

‘Truth’ Real difference Correct Type II error

No difference Type I error Correct

Commonly 80% power is chosen. This means that we have
an 80% chance of detecting the difference of interest if it
really exists. It also means that there is a 20% chance of
missing it. Sometimes higher power is used. Rarely should
powers less than 80% be considered.

The proportion of the population exposed

Often in randomised controlled trials half the study partic-
ipants are given the new treatment and half are given the
standard treatment. In this case the proportion ‘exposed’ is
50%. In epidemiological studies, however, there may only
be a small proportion of the population that is exposed. If
an exposure of interest is rare (or extremely common) then
many more people will need to be studied than if about half
the population is exposed. For example, if only about 0.1%
of the population smoked then it would have taken a much
larger study to show that smoking caused lung cancer than
when the proportion smoking was about 50%.

Examples of the answers given to the question ‘How was
the size of the study determined?’
� Assuming 95% power, a 5% significance level and a stan-

dard deviation of 20 mmHg in systolic blood pressure, we
expect that with 420 patients in each arm of the trial we
could detect a reduction of 5mmHg in systolic blood pres-
sure in those on the intervention drug compared to the
placebo.

� With 80% power and P< 0.05 and 1100 patients in each
arm of the trial we should be able to detect an increase
in the 5-year survival rate from 75% to 80% by treating
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breast cancer patients with a new drug as opposed to the
standard drug.

� We are studying a group of asthmatic children who ex-
perience an average of five episodes of asthma per year
with a standard deviation of 2. In 340 children, comparing
the top quarter of the distribution of NO2 exposure to the
lowest quarter we expect to be able to detect a difference
of 1 episode per year, with 80% power and P< 0.05.

� In a 15-year follow-up of middle aged men we ex-
pect 10% of them to die from ischaemic heart disease.
We aim to test whether the death rate is as high as 15%
in men who are positive for antibodies to Chlamydia
pneumoniae (a relative risk of 1.5). We estimate that
20% of men will be positive for antibodies and with 80%
power and a 5% level of significance, we need to study
2500 men.

Notes

1 For a statistician to replicate the study size calculations,
he/she needs all the information that is given in each of
the scenarios above.

2 There are problems with study size calculations as they
are crude. Allowance must be made for drop-outs; the
study size obtained from the calculations is the number
who do not drop out. Therefore the number recruited
will need to be inflated appropriately according to the
expected drop-out rate.

3 Inepidemiology,muchlargernumbersareneededtotake
account of other factors such as age and sex. Adjustments
have to be made in the analysis for these factors, as we
have not done a randomised study such that there is a
balance of these factors across the different groups.

4 Sometimes very large studies are set up to address many
questions and formal study size calculations may not re-
ally be appropriate.

5 Also, be aware that sometimes people derive a study size
to suit the numbers available. Check that the difference
of interest is realistic.

Confidence intervals

Confidence intervals may be quoted in the scientific back-
ground on the ethics form. They may also be given as a

justification of the study size as the researchers may say
that their study size allows them to estimate the param-
eter of interest with a confidence interval of a specific
width.

Examples:
� a mean difference of 5 mmHg (95%CI: 2.4–7.6) in systolic

blood pressure
� a difference of 225 g in birthweight (95%CI: 216–234 g)
� an odds ratio of 2.7 (95%CI: 1.5–4.9)
� a hazard ratio of 0.4 (95%CI: 0.2–0.9).
Usually 95% confidence intervals are quoted as above,
though other percentages are possible, if unusual. The for-
mal definition of a 95% confidence interval is not straight-
forward: if we did 100 studies we would expect the 95%
confidence intervals of 95 of the studies to include the true
difference/odds ratio etc. More simply (and not formally
correct), it gives us an estimate of the range within which
the true value of the difference/odds ratio etc. is likely to
lie. We ‘think’ that the true value is likely to lie within our
confidence interval. We cannot be absolutely certain, as we
have quoted a 95% confidence interval, rather than a 100%
confidence interval (which would be infinitely wide).

Also, it is worth noting that the confidence interval only
takes account of the variability due to chance. If the study
were poorly designed and it was biased, then the confi-
dence interval could easily fail to include the true value of
the difference or ratio under consideration.
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Risk assessment for research participants

Kenneth Calman

University of Durham, UK

Thischapter tries toprovideawaybywhichresearchpartic-
ipants can assess the risks of being involved in a particular
research project. At the heart of the process will be the bal-
ance and a judgementmade by the individual between the
perceived benefits of the research and the possible risks.
Uncertainty is a key word in the assessment of risk. It

should also be noted that any potential benefits may not
be for the person taking part in the research, but for subse-
quent patients and/or populations. By definition, carrying
out researchmeans that theoutcomeisnotknownandthus
potential benefits and risks not known. If they were clear,
theprocedure, treatment, intervention,wouldbe classified
as good practice, not research, as the risks would have
been already assessed. It is thus difficult to assess the risks
of taking part in a research project as much is unknown.
This section can only give an indication of the terms and
language used and the kinds of issues which might be
considered by people before taking part in a research
project.

Some definitions

Before considering some of the possible categories of risk,
it is worth being clear about what certain terms mean.
(a) A hazard is any set of circumstances that may have

harmful consequences.
(b) The risk is the probability of the hazard causing an ad-

verse effect.
Thus a hazard, such as a drug, is not a risk until it is ad-
ministered. The risk, the probability of an adverse effect
occurring, will depend on various factors including the na-
ture of thedrug itself, thedose, the conditionof thepatient,
andmanyothers.Probability isat theheartof thisandwhile
it is possible to give a figure such as a 25% chance of a risk,
or one in a million risk of an adverse event occurring, it is

not possible to predict for the individual whether or not
they will be affected. This is the problem of uncertainty.

Risk as a universal feature of all procedures

It is not possible to conceive of a procedure, investigation,
or processwhichwould bewithout any risk, nomatter how
small or insignificant. It would be wrong to consider that
there are procedures which are not potentially hazardous
and for which there will be no risk.

The perception of risk

One of themost important factors in the assessment of risk
is the perception by the person of the importance of risk.
Thus, the patient’s illness may substantially affect the way
in which a risk is perceived. For example, people with a
life threatening disease may (but not always) be prepared
to accept a higher risk from a procedure in the hope that
it might improve their condition. This is in contrast with
people who are ‘well’ in whom any risk (the probability of
an adverse effect occurring) may be less acceptable.

The person’s choice and consent

The end point of the process is the consent given by the
person to be part of the research project having considered
all aspects of the process and asked all relevant questions.
Implicit in this is that the person is given, in one form or
another, all relevant information. Individual people have
rights and responsibilities. The outcomeof the projectmay
not benefit them, but other patients, and, over the years
generations of people have given their consent for research
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projects which have seen significant benefits for the next
groupof patients. This has beenwith considerable courage
and with the benefits to others in mind. Uncertainty will
always be there and assessing the balance is very difficult.
It will always be a matter of judgement.

The process and the questions to ask

Assessing the risk requires that the project be carefully ex-
plained and that the choice is made and consent given
without coercion or undue pressure being applied. There
should be an opportunity to ask questions as appropriate.
Information can be presented in different ways, and this
can influence choice. Ability to withdraw from the project
should be part of the process.

The categories of risk

Whilemanyof therisksrelate to thephysicalconsequences,
there are other possible risks and they are discussed here.

Risk of physical damage

This is thecommonest groupof risks tobediscussed.These
willdependontheprocedureor intervention (surgery,drug
treatment, X-ray investigation, etc.) and may be very spe-
cific for the procedure. In some cases because of previous
research or results from similar procedures, some of the
side effects will already be predictable. In other instances
this will not be the case and the possible side effects will be
quite uncertain. This should be borne in mind during the
discussion. Remember, research is not risk free.

Psychological consequences of research

While the physical aspects are rightly highlighted, it should
not be forgotten that there are also potential psychological
consequences. Research may require the person to attend
a clinic more frequently and to have more tests and in-
vestigations. This on the one hand may be reassuring and
positive and on the other be negative and upsetting. For
some people with particular illnesses (e.g. HIV infection)
being part of a research project may be associated with a
stigma. If the person refuses to take part then theremay be
a feeling of guilt.

Social consequences of research

Being part of a research project may also have social con-
sequences. Families may be involved and may have ad-
ditional stress. There may be financial costs in transport
or special diets, and the problems of side effects (phys-
ical or psychological) may impact on those nearest and
dearest.

Conclusions

For each of these headings the person will have to make a
choice and to weigh up the benefits and the risks. A judge-
ment will have to bemade based on the evidence available
before consent is given. Uncertainty will still be present
and there may be unknown risks to be faced. Taking part
in a research project requires both courage and a wish to
do something from which others might benefit. All of us
should be grateful for such motives and feelings.
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Absorbed radiation in patient and volunteer studies submitted
to the ethical committee: a memorandum

Keith Britton and Rosemary Foley

Department of Nuclear Medicine, St Bartholomew’s Hospital London, UK

Introduction

Radiation is a natural phenomenon.
The current method of measuring absorbed radiation is

the effective dose equivalent in units called millisieverts,
mSv. This allows different types of radiation from differ-
ent sources, X-rays, gamma rays, cosmic rays, etc. to be
compared. Normal exposure in London is about 0.18 mSv
per month including that from cosmic rays and natural
radioactive potassium and radon in our bodies. The com-
puted risk of death from 0.1 mSv is one in a million, which
is the same risk as smoking one and a half cigarettes in a
lifetime or drinking half a litre of wine in a lifetime or, in-
deed, the risk of death for a man aged 42 living for a day or
a man aged 60 living 20 minutes.1a

Perception of risk

The popular perception of radiation risk is much greater
than in fact it is. Studies in the USA of League of Women
Voters and college students put the risk of nuclear power
first and business and professional club members put the
risk at eighth of a list of 30 agents, whereas in fact it was
20th (the risk was 1500 times less than average cigarette
smoking, 1000 times less than average alcohol consump-
tion, 500 times less than motor vehicle driving, 30 times
less than swimming and 10 times less than bicycling ).1b

The lifespan shortening on a population basis associated
withmedical X-ray is 6 days, ofwhich thenuclearmedicine
contribution is 4 hours as compared with natural back-
ground radiation 8 days; accidents in the home 95 days;
accidents at work 74 days; and heart disease 2100 days as
examples.1c

The Ionising Radiation Regulations 1999 and the
approved code of practice

The Ionising Radiation Regulations 1999 (IRR99)2,3 has de-
fined the effective dose limit to any member of the public,
including persons under the age of 16, to be no more than
1 mSv in one calendar year, and the dose limit for occu-
pationally exposed workers 20 mSv. Should circumstances
dictate, it is acceptable for an occupationally exposed per-
son to receive a maximum of 100 mSv effective absorbed
dose, inaperiodof5consecutiveyearswith theproviso that
amaximumdoseof 50mSv canbe received inone calendar
year. In order for occupationally exposed workers to avoid
‘classification’, theannual limit shouldbekeptbelow6mSv.
The level of exposure for pregnant women should be less
than 1 mSv. (The natural radiation background in London
is 2.2 mSv per year.) Typical diagnostic studies and their
effective dose equivalents are given for Nuclear Medicine
Notes for Guidance on the Clinical Administration of
Radiopharmaceuticals 4 and for X-rays.5 The training and
requirements for carrying out a procedure involving ionis-
ing radiation are set out in the Ionising Radiation (Medical
Exposure) Regulations 2000.6

It is normal nuclear medicine practice to relate the
absorbed radiation dose from the nuclear medicine pro-
cedures to that of the sameorganundergoing anX-ray pro-
cedure. This is partly because many patients are familiar
with X-ray studies of the organ about which they are con-
cerned and partly because it serves as a familiar frame of
reference to the referring clinician. It is usually not appro-
priate to relate absorbed radiation dose to that of a chest
X-ray since the dose for a chest X-ray, depending upon the
machinery used, varies from 0.01–0.1 mSv. It is not gener-
allyrealisedthat therisks fromtheinjectedchemicalexceed
those from radiation.
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Table 1. Risks of contrast material and
radiopharmaceuticals

Cause Risk Ref

Death from routinely used water soluble

intravenous X-ray contrast material: 1 in 40 000 7

Reaction to routinely used water soluble

intravenous contrast materials: 1 in 15 7

1 in 6 8

Reaction to radiopharmaceutical

injections: 1 in 2500 9

Reaction to penicillin 1 in 10 10

The risks from the injection of contrastmedia and radio-
pharmaceuticals are shown in Table 1.
Thus it can be seen that the risks from the radiation in-

volved for diagnostic X-ray and nuclear medicine studies
are much less than those from the pharmaceutical prepa-
ration itself.
Given this information, thequestion ishow toconvey the

very low risk associated with diagnostic X-ray and nuclear
medicine procedures to a public that has an exaggerated
perception of risk from radiation.

Pregnancy and radiation

Theradiationsensitivityof the fertilisedovumisof thesame
order as that of the unfertilised ovum so that the so-called
10-day rule (that studies of the lower abdomen involving
the use of X-rays should be limited to the first 10 days after
the start of the last menstrual period) was never radiobi-
ologically sound11 and not directly applicable to nuclear
medicine procedures.12

Womenwho are pregnant aremost sensitive to radiation
to the foetus during the period of organogenesis, which oc-
cursbetweenweeks7and17of thepregnancy.Nopregnant
patient, or any patient who is uncertain as to whether or
not she is pregnant, should normally be considered for a
research study that involves theuseof ionising radiation. In
practice, the risk to a patient found to be pregnant follow-
ing the study, where the effective absorbed dose to the ab-
domenwas0.5mSv,wouldonlygiveaonein100 000chance
of damage to the foetus. If the effective dosewas 5mSv, the
risk would be increased to one in 10 000. This compares
with the ‘natural’ riskofacongenitalabnormalityoccurring
in a delivered baby of 1 in 40. The abdomen of a pregnant
person should not receive an effective dose of more than
1mSvduringthedeclaredtermofpregnancy.Thedose limit
to the abdomen of an occupationally exposed woman of
reproductive capacity should be restricted to a maximum

of 13 mSv in any period of 3 consecutive months, or to
avoidclassification, 4mSvduring the3-monthperiod.2,3,4,6

Consent forms

We propose that, for investigations involving an absorbed
radiationdoseof less than1mSv, thephraseon theConsent
Form is:

the study involves administration of (X-rays)/(a tiny amount of

radioactivity) at a level considered to be of negligible risk formem-

bers of the public by the International Commission on Radiation

Protection.

And for 1–5 mSv:

the study involves administration of (X-rays)/(a small amount of

radioactivity) at a level considered to be of very low risk for mem-

bers of the public by the International Commission on Radiation

Protection.

In the text of the submission to the Ethical Committee, we
propose that the EffectiveDose inmSv should be stated for
each study that involves the diagnostic use of X-rays or of
a nuclear medicine procedure.

Postscript

Current absorbed radiation dose assessment is based on
the assumption that all radiation, however low, represents
a risk and that no radiation represents no risk. Such an ar-
gumentwouldnotapply toanyotherphysicalenvironment
affecting human beings. It is based on a ‘linear hypothesis’
with data from higher levels of radiation extrapolated back
to zero over the range of very low level radiation in the ab-
sence of data in that range. Increasing experimental data
suggest that this hypothesis is not tenable at very low level
radiation13 and that there may be a threshold somewhere
between 20 and 200 mSv. The 1994 report from the United
Nations’ UNSCEAR committee stated that with ‘the statis-
tical limitations of the current evidence, no conclusions
could be drawn about the dose–response relationship be-
low 200 mGy.14

Indeed, there is experimental evidence of the beneficial
effects of low-level radiation in animals and plants, even
ignoring the supposed benefits of radon-containing hot
spring spa water. This beneficial effect is called Radiation
Hormesis and the prestigious radiation protection journal
Health Physics devoted a special issue to this subject.15

Published originally as: Britton K E. Absorbed Radiation
in Patients: a memorandum for the ethical committee in
Clinical Nuclear Medicine 2nd edn. pp. 620–623, ed. M.N.
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Maisey, K.K.E. Britton, D.L. Gilday, London, Chapman &
Hall 1991. Modified for this publication in 2001.
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A guide to the use of radioactivematerials and radiological
procedures for research purposes

Niall Moore

Department of Radiology, University of Oxford and Oxford Radcliffe Hospital, UK

Anyone wishing to administer radioactive substances to
patients or volunteers must do so in accordance with
regulations from the Administration of Radioactive Sub-
stances Advisory Committee (ARSAC). Notes from ARSAC
guiding practitioners are formulated in accordance with
the Medicines (Administration of Radioactive Substances)
Regulations 1978, and the Medicines (Radioactive Sub-
stances) Order 1978.
The Medicines (Administration of Radioactive Sub-

stances) Regulations 1978 relate to the protection of the
patient or volunteer during the clinical or research use of
radioactive substances. According to these Regulations, it
is an offence for anyone to administer a radioactivemedic-
inal product to a human being unless he or she is a doctor
or dentist holding a certificate issued by the Health Minis-
ters in respect of that product, or a person acting in accor-
dance with the directions of such a doctor or dentist. The
HealthMinisters receive advice fromARSAC relevant to the
grantingof certificates. TheHealthMinisters define thedu-
ration, and conditions for renewal, of a certificate andmay
suspend, revoke or vary a certificate.
TheMedicines (Radioactive Substances) Order 1978 reg-

ulatesspecifically theadministrationofRadioactiveMedic-
inalProducts (RMPs),whicharedefinedasmedicinalprod-
ucts that contain or generate a radioactive substance and
that contain or generate that substance, in order, when ad-
ministered to a human being, to utilise the radiation ad-
mitted therefrom.
ARSAC requires that a Certificate is needed by any doc-

tor or dentist wishing to administer RMPs to people on a
regular basis for oneormore of the three following reasons:
(a) All clinical trials as defined in section 31 (a) of the

Medicines Act (1968) where a CTC or CTX has been
granted, or a DDX has been agreed.

(b) The administration of RMPs where the subject is not
expected to benefit from the tests.

(c) Additional radiation exposure above that incurred in
the routine management of patients.

Practitioners should normally be of Consultant status, and
should be those who have responsibility for carrying out
procedures. Applications for certificationmust include in-
formation about the equipment, facilities and scientific
support available. Applications are made by sending the
fully completed standard application form to the Depart-
ment of Health; applications usually take 8 or more weeks
to process. Applicants are expected to: know and under-
stand the RMP to be used; judge the suitability of the
products for the tests requested and the effects they may
have; be familiar with the measures necessary to ensure a
proper standard of radiation protection; understand how
the test is carried out; be able to judge whether the test
has been effectively performed and interpret the results
accordingly.
Where a research investigation differs significantly from

that outlined in the original application, the practitioner
should inform the secretariat of the ARSAC.
Any person who contravenes the regulations shall be

guilty of an offence and shall be liable on conviction to
the penalties prescribed in Section 67(4) of the Medicines
Act (1968).

Guidance on administration

Detailed guidelines on recommended activities are given
in Appendix 1 of ARSAC 1993. It should be noted that
the activity administered should be the minimum consis-
tent with adequate information from the investigation. Al-
ternative non-ionising techniques should always be con-
sidered in women of child-bearing potential. Only such
investigations as are imperative should be conducted dur-
ing pregnancy.

72
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Table 1. Common radiological tests. Doses and risks for a UK population

Risk per 10 000.

Risk per 10 000. All ages – both sexes 18–64 – both sexes

Effective
Lifetime risk of cancer

Hereditary Total Fatal Total

Examination dose (mSv) CXRs NBR a Fatal 1 Non-fatal1 effects1 detriment b cancer 1 Detriment b

CXR 0.02 1 3 d 0.012 0.008 0.001 0.021 0.01 0.02

SXR 0.1 5 2 w 0.06 0.04 0.01 0.11 0.05 0.09

Pelvis 1.0 50 6 m 0.6 0.4 0.1 1.1 0.5 0.9

Abdomen 1.5 75 9 m 0.9 0.6 0.1 1.6 0.75 1.3

L Spine 2.4 120 14 m 1.4 0.9 0.2 2.5 1.02 2.1

IVU 4.6 230 2.5 y 2.7 1.8 0.4 4.9 2.3 4.1

Bameal 5.0 250 2.5 y 3.0 2.0 0.5 5.5 2.5 4.5

Ba enema 9.0 450 4.5 y 4.5 3.0 0.9 8.4 4.5 8.0

CT head 2.0 100 1 y 1.2 0.8 0.2 2.2 1.0 1.8

CT chest 9.0 450 4.5 y 5.3 3.6 0.9 9.8 4.5 8.0

CT abdomen 12.0 600 6 y 7.1 4.8 1.2 13.1 6.0 10.7

CT pelvis 10.0 500 5 y 5.9 4.0 1.0 10.9 5.0 8.9

CT chest/abdo 20.0 1000 10 y 11.8 7.9 2.0 21.7 10.0 17.8

CT abdo/pelvis 17.0 850 8.5 y 10.0 6.7 1.7 18.4 8.5 15.1

CT chest/abdo/ 26.0 1300 13 y 15.3 10.3 2.6 28.2 13.0 23.1

pelvis

Kidney scan 0.7 35 4 m 0.4 0.3 0.07 0.77 0.4 0.6

Lung perfusion scan 1.2 60 7 m 0.7 0.5 0.1 1.3 0.6 1.1

Bone scan 3.8 190 1.8 y 2.2 1.5 0.3 4.0 1.8 3.1

Brain perfusion 6.9 350 3.5 y 4.1 2.7 0.7 7.5 3.5 6.1

scan

Heart perfusion 18.0 900 9 y 10.6 7.1 1.8 19.5 9.0 16.0

scan

Notes:

1. Risks are estimates for lifetime probability of detriment. 40-year observations are 50% of lifetime detriment.

2. Risks are 200% in paediatric group.

3. Risks are 20% in geriatric (> 70 year) group.
a Natural background radiation.
b Includes fatal cancer, non-fatal cancer and severe hereditary risks.

Sources:
1 National Radiological Protection Board. Estimates of Late Radiation Risks to the UK Population. Vol 4. No. 4. 1993

General considerations when using RMP for
research purposes

AgeWherever possible, healthy volunteers should be aged
over 50 years. Persons under 18 years of age should be
excluded, unless problems specific to their age group are
under investigation.
Numbers Should be restricted to the minimum neces-

sary to obtain the information required.
Multiple studies It is unacceptable that an individual be

exposed to a substantial cumulated radiation dosage.

Women The possibility of early pregnancy in those of
child-bearing age should always be considered. Pregnant
and breast-feeding women should not, normally, be in-
volved in any project.
Classified radiation workers Should not normally be ac-

cepted as volunteers in a research project.

Approval of Research Ethics Committees

Every clinical research investigation using RMPs should be
checked and approved by an REC. The ARSAC application
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should be made at the same time and should include a
one-page summary of the submission to the REC. The ul-
timate approval for the project as a whole will be with the
REC, which should ensure that the applicant holds all the
necessary authorisations.

The Ionising Radiation (Medical Exposure)
Regulations 2000

The IR(ME)R incorporate the core concept of justifica-
tion when a medical exposure is made. The need for
justification of an exposure ‘shall show a sufficient net
benefit when the total potential diagnostic or therapeutic
benefits it produces, including the direct health benefits
to an individual and the benefits to society, against the
individual detriment that the exposuremight cause, taking
into account the efficacy, benefits and risks of available
alternative techniques having the same objective but
involving less or no exposure to ionising radiation’.
The new regulations also address the use of medical ex-

posures in research ionising radiation-based techniques

used in medical research programmes. Research projects
involving ionising radiation should be submitted to a
local research ethics committee for approval before com-
mencement (Regulation 7(4)). The justification described
above must be applied equally to subjects taking part
in medical research as to patients involved in medical
diagnosis or treatment. IR(ME)R provides for the optimi-
sation process, which involves ensuring that doses aris-
ing from exposures are kept as low as reasonably prac-
ticable. Departments should keep a record of acceptable
exposure values for radiographic techniques and nuclear
medicineprocedures.Regulation7(4)(c) requiresdosecon-
straints to be applied where no direct medical benefit for
the individual is expected from the exposure. The con-
straints must be set by the employer (usually the hospital
trust) and must not be exceeded. The constraints should
be set at a level to facilitate the research, and be deemed
appropriate by the radiology department and agreed by
the LREC. This concept is reiterated in Regulation (1)(c)
where the LREC can recommend that a research project
is undertaken with a proviso that a certain dose is not
exceeded.
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Indemnity in medical research

Janet Jeffs1 and Richard Mayon-White2

1Legal Services, Oxford Radcliffe Hospitals, UK
2Public Health and Health Policy, Oxfordshire Health Authority, UK

Medical research carries risks for the subjects who take
part. The subjects accept these risks, because they are in-
terested in the area of the research and in the general
goodachievedbybettermedical knowledge. If the research
is a clinical trial, there is also the chance, however ran-
dom, of obtaining an effective new treatment. From time
to time, things go wrong – a trial drug causes harm, an
accident occurs, or a subject feels aggrieved – and the in-
vestigators may need to find money to redress the wrong.
Indemnity involves both protection for the investigator
(by various forms of insurance) and the payment to in-
jured parties (if appropriate). This chapter examines these
two aspects of indemnity, the first by notes for investiga-
tors on the insurance schemes and the second by show-
ing the pathways by which a subject might claim financial
compensation.

Forms of indemnity

Indemnity by the employing organisation

National Health Service (NHS) Staff and people who have
paid or honorary contracts with NHS hospitals are cov-
ered by theNHS indemnity for clinical trials involvingNHS
patients. This scheme compensates for injury arising from
negligence, for example, a failure to follow a research pro-
tocol, an accident caused by poor maintenance of a build-
ing or harm resulting from personal medical information
falling into the wrong hands. In the re-organised NHS,
the costs of a successful claim fall primarily on the em-
ploying NHS trust, which may have to borrow from the
Department of Health to settle very large clinical negli-
gence claims, unless it is a member of the Clinical Negli-
gence Scheme for Trusts (CNST) run by the NHS Litigation

Authority (NHSLA). Non-clinical accidents will be partly
covered by commercial insurance taken out by Trusts or
under the Liabilities to Third Parties Scheme (LTPS) also
runby theNHSLA.Claims arising from incidents occurring
beforeahospitalbecamea trust are the responsibilityof the
health authority whichmanaged the hospital at the time of
the incident. Money used for compensation is money lost
to treat patients. Therefore, NHS managers will look criti-
cally at research projects that run the risk of large claims
and at investigators who stray from their protocols. Inves-
tigators may expect that the NHS employers will require
that:
(a) the research has passed an ethical review,
(b) anydrugsusedhaveproduct licencesorexemptioncer-

tificates, and
(c) any sponsoring drug company provides standard in-

demnity, described below.
The NHS can make ex gratia payments of up to £50,000

to subjects injured as a result of medical research, without
the injured person having to allege or prove negligence by
the NHS hospital or its staff. The hospital has to obtain the
agreement of theDepartment ofHealth andhas to bear the
costs itself.

Employees of other organisations
Employees of other organisations such as universities or
drug companies, engaged in medical research outside the
NHS, should obtain insurance from their parent organi-
sation. Usually the organisation will have a policy with a
commercial insurance company, with premiums affected
by the type of medical research conducted by their em-
ployees. The insurers will often ask for details of proposed
research so that they can get an opinion on the risks in-
volved, particularly when the research is not the usual
type for that organisation. Therefore, investigators should
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Was the patient a volunteer participating in a clinical research investigation?

Has an NHS Trust or the HA
accepted responsibility for the
research investigation?

Is it alleged that the NHS Trust or
HA negligence caused injury?

Is the University
responsible?

No

Is the sponsoring company
responsible?

Did the participation in the
clinical trial cause the injury? 

Refer the claim
to University
Insurers. Doctors
require full MDO
cover Look for other

sources of
compensation 

Look for other
sources of
compensation

HA or NHS Trust advises patient
to approach sponsoring company
for compensation under ABPI
guidelines

HA or NHS Trust considers
ex gratia payment

Patient will sue
for damages

NHS Indemnity
does not apply NHS Indemnity only applies

insofar as any accusation
against NHS employees is
concerned

NHS Indemnity applies 

Yes

Yes

No Yes

No

Possible routes for compensation for patient or volunteer injured either on NHS premises, in the
community or elsewhere.

Yes No

No

Yes

Yes

Figure 1 NHS indemnity for clinical research investigations flow chart.
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register proposed research with their employers to ensure
that cover is arranged.

Indemnity by drug companies

In the majority of drug trials, a company that supplies the
drug(s) and sponsors the trial will give indemnity to the
NHSbody and the investigators, provided that the protocol
is followed. The Association of the British Pharmaceutical
Industry (ABPI)hasacodeofpractice,whichgives standard
terms for this indemnity.
Investigators should be careful about three points.

(a) Thedrugcompany indemnity form is correctlyworded,
signed and dated. Otherwise the medical investigators
may find that their subjects, who are their patients,
have a legal tangle in getting compensation which they
wouldgeteasily if thecontracthadbeencorrect inevery
detail.

(b) The drug company’s liability does not cover adverse ef-
fects of treatments given outside the strict terms of the
protocol, despite good medical reasons for a deviation
from the protocol in some circumstances. It is becom-
ingcommonpractice for thepatient informationsheets
preparedbydrugcompanies for trials to tell thesubjects
about the compensation under the ABPI terms. Whilst
this practice may reassure some subjects and their in-
vestigators, the restrictions set by the protocol should
be clearly understood.

(c) The investigators should check that the drug company
is not protected from proper claims by being beyond
the jurisdiction of a British court. This might happen
with a foreign companywithout aBritishbase, orwith a
company that went bankrupt or had insufficient funds.
If an injured subject cannot get compensation from the
drug company, he or she will reasonably claim against
the investigator.

Indemnity by companies providing medical devices for
investigation
For any research involving medical devices that is spon-
sored by the company providing the device, there are sim-
ilar considerations. The Association of British Health-Care
Industries (ABHI) has devised guidelines similar to those of
the ABPI. These cover the clinical investigation of a med-
ical device, either involving healthy volunteers or patient
volunteers.
If the research into a medical device is initiated by a

doctor or other clinician, rather than by the company,
then the ABHI would not provide indemnity. Investigators
should approach either their employers or their medical
defence organisation (see below)

Medical defence organisations
General practitioners engaged in research outside hospi-
tals do not have cover from the NHS scheme, because they
are independentcontractorsnotemployees.They,anddoc-
tors inprivatehospitalpractice,usemedicaldefenceorgan-
isations, with annual subscriptions that are related to the
income from their practice. Some universities employing
medical doctors for non-clinical teaching and research re-
quire (and help with the fees) that these doctors subscribe
to medical defence organisations, as was once the case in
the NHS. For hospital doctors doing research in the NHS,
there are advantages in subscribing to a defence organisa-
tion. These hospital doctors may need independent sup-
port if they find themselves at odds with their employers.
This might happen if they faced an accusation that they
had wrongly deviated from a protocol, or had conducted
research without the proper authorisation. It might hap-
pen when the employer was inclined to settle a claim, but
on terms that left a doctor’s reputation damaged. There are
‘greyareas’wherework isdoneoutside thedoctor’s termsof
employment – an examplenot frommedical research is the
‘Good Samaritan’ help at a road accident. For these prob-
lems that might arise in ordinary practice, it is advisable
for all doctors to belong to a medical defence organisa-
tion. The basic subscription would cover NHS employees,
including their research work, provided that the main in-
demnity comes from the employing organisation and the
drug companies above.Doctorswho are paid bydrug com-
panies for their work in clinical trials should check that
their subscriptions are appropriate for the extra income
received.

Indemnity for Research Ethics Committees (RECs)

It may be alleged that an injury resulting from a study
was foreseeable, and that the ethics committee concerned
should not have approved of the research. RECs are NHS
bodies, but as they are not legal entities members are
individually liable. Members must therefore ensure that
they are explicitly covered by NHS indemnity as rec-
ommended in NHSE Circular HSG (91)5 paragraph 2.11
and Governance Arrangements for NHS Research Ethics
Committees 4.14.

Pathways for compensation for subjects injured
in medical research

Investigators are expected to take great care that their pa-
tients or healthy volunteers will not be injured by medical
research. But, if harmdoes occur, the last thing that anyone
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wants is a confused and protracted battle over compensa-
tion. Figure 1 summarises the routes to compensation,
depending on whether the injury was caused by the re-
search. If the injurywas causedbymedical research, andall

the main routes to compensation have failed, there is one
source left to try: the Samuel Hanson Rowbotham Fund,
administered by the Registrar to theUniversity of Birming-
ham, Edgbaston, Birmingham B15 2TT.
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The prevention and management of fraud and misconduct:
the role of the LREC

Jennifer Blunt1 and Frank Wells2

1North West MREC, UK
2Medicolegal Investigations Ltd, UK

Introduction

In an ideal world, fraud or even misconduct in clinical re-
search would not exist; but we do not live in such a world.
Accepting, therefore, that they can happen, research ethics
committees – particularly local committees – have impor-
tant roles to play in trying to prevent their occurrence and,
if either does occur, to assist in their investigation.
Fraud is much less common than carelessness, though

its incidence is difficult to quantify. Nevertheless some el-
ement of fraud in clinical trials has been variously esti-
mated (Horton, 1996; Wells, 2001)at between 0.1 and 1%
of research projects. As justification for this estimate, there
are about 3000 sponsored clinical trials taking place at any
one time in the United Kingdom. If the higher figure is as-
sumed, this means that 30 studies may be currently being
conducted that could include fraudulent or inaccurately
compiled data. Even one case of fraud or other miscon-
duct is one too many. Fraud is likely to exploit patients,
deceive the sponsor andmay skew the scientific database.
Reports of proven cases of fraud in biomedical research are
usually greeted with dismay and an element of surprise.
Society expects doctors conducting research to be honest
and honourable as well as competent – as, indeed, the vast
majority of them are.

Definition of research misconduct

At a consensus conference held under the auspices of the
RoyalCollegeofPhysicians inEdinburgh in1999, anumber
of definitionsofmisconductwerediscussed.Researchmis-
conduct was viewed as including fabrication, falsification
and/or suppression of data and plagiarism, as well as un-
intentional action that undermines the scientific value of
the work. The conference concluded with an agreed broad

definition of misconduct as ‘behaviour by a researcher,
intentional or not, that falls short of good ethical and sci-
entific standards’ (RCPE, 2000, p. 2).
Occasionally, suspect data are submitted to a sponsoring

company or funding charity, or to a contract research or-
ganization. Such submissions are more likely to be sloppy
than fraudulent, but extreme sloppiness is itself a form of
researchmisconduct.However, outright fraud,which is the
most serious type of misconduct, includes an element of
intent: it is the generation of false data with the intent to
deceive.

Examples of research misconduct and fraud

Research misconduct may comprise a range of inadequa-
cies, including failure to obtain ethics committee approval,
failure to obtain (clear) consent from research subjects,
changingdata,addingmissingdataandpublishing false re-
ports. There are also various examples of publication irreg-
ularity, including unacknowledged duplicate publication
and publication of a single report in several parts spread
over different journals (so-called ‘salami slicing’) in order
to exaggerate the importance of the work. Another publi-
cation irregularity is ‘gift authorship’. Here, the name of a
distinguished colleague not involved in the work is added
to the list of authors in an attempt to enhance the status
of the report, or the name of a less distinguished colleague
similarly not involved is added so as to provide another
reference for inclusion in a curriculum vitae or a list of
publications.
Overt fraud in clinical research includes forging ethics

committeeapproval, forgingpatientsignatures, fabricating
clinical results, inventing pathology laboratory data, com-
pletingdiary cardsas if byapatient, dividingbloodsamples
from one patient into several aliquots purportedly from
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different patients and taking lengthy electrocardiogram
tracings,whichare thendivided intoconvenient stripspur-
portedly recordedatdifferent timesorondifferentpatients.
Clearly, this list of examples, all of which have been seen
recently, isnotcomprehensive,but itdemonstrates thatpa-
tients areexploited, sponsors aredefraudedand fraudulent
science ispublished. It isoneof the tasksofa researchethics
committee to minimize such fraud and other misconduct
as far as possible.

Causes of fraud and misconduct

There are several reasons why research misconduct may
occur. They include carelessness, over-commitment and
over-ambition. Fraudoccurswhen thedoctoror researcher
involved actively decides to make up data or to forge doc-
uments or signatures. A likely reason for generating false
data – at least in the early stages – is a combination of lazi-
ness and greed. As time goes on, however, fraudsters find
that theycannotafford tobe lazy, andmayhave to spendan
increasing amount of time covering their tracks. The Royal
College of Physicians has suggested that doctors who are
too lazy, too busy, too bored, too frustrated by the bureau-
cracy surrounding them or too greedy should not be re-
cruited as investigators for research projects (RCP London,
1991, p. 4). This list of risk factors is a useful aide memoire
for Research Ethics Committees, as well as for clinical trial
sponsors and their contract organisation associates.

Research ethics committee review

Research Ethics Committees are expected to review two
major elements of a research project: the protocol and
the environment in which the project is to be carried out.
A multi-centre research ethics committee has a particular
responsibility to review the environment associated with
the lead investigator, but a local committee has that re-
sponsibility for every project to be conducted in its own
area. Local research ethics committees therefore have a
very important role to play in preventing possible research
misconduct, which it is their duty not to shirk. It is par-
ticularly important that these committees consider all the
local circumstances that apply, including the suitability of
the project for local participants bearing in mind current
diseasepatternsandworkload, the facilities available at the
site and the experience of the investigator.
The suitability of a local site is judged by a site visit

to determine whether the facilities contain the necessary

equipment and whether staff have the necessary experi-
ence to conduct the research.
The suitability of a local investigator is assessed, bear-

ing in mind published guidelines on good clinical practice
(CPMP, 1991; European Commission, 1996), the volume of
researchbeing conductedby the investigator, and the track
record of the researcher or doctor whose proposal is under
review. The assessment of the researcher or doctor should
not be based merely on scrutiny of the individual’s cv.
Where research is initiated by a pharmaceutical company
or contract research organisation, it is their responsibility
toensurethatonlyreliable investigatorsarerecruited:com-
panies should reject any potential investigator whose past
research projects raise doubts. In general, the LREC is in a
position to know relevant factors about a local investigator
better than a remote company.
It is theoreticallypossiblethat local investigatorscouldbe

registered as ‘approved’ on the basis of an initial screening
test, so that determining their suitability could thereafter
be a matter of an administrative checklist. This, however,
may not be themost appropriateway to assess ethical suit-
ability (Blunt, 2001); bothResearch Ethics Committees and
investigators may, in time, become complacent about the
research capabilities of an approved investigator.

Consent

The process bywhich subjects consent to participate in re-
search is central to LREC approval and must include both
a written statement of that to which consent is given and a
signature from the person consenting. As part of the con-
sent process, potential subjectsmust be given full informa-
tionwhich is clearly expressed anddoesnot containdetails
that couldmislead.Model patient information sheets (PIS)
are nowavailable. Theremust be protection of patient data
in linewith theDataProtectionAct 1998,withparticular at-
tention to systems for ensuring confidentiality of personal
information and the security of these systems (Medical Re-
search Council, 2000). Subjects must also be given time to
decide whether or not to take part, and it must be made
clear that the clinical care of any patient who does not give
consent to take part in a research project or decides for
whatever reason to withdraw from such a project will not
in any way be jeopardized.
There are many guidelines on the conduct of research

some of which an investigator ought to be familiar with
(ABPI, 1996; Medical Research Council, 1997, 1998, 1999;
Royal College of Pathologists, 1999; ICH GCP, 1996; Decla-
ration of Helsinki, 2000).
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Route(s) to take in cases of suspicion

Research ethics committees should maintain records that
can provide information to any legitimate body that is in-
vestigatingacaseof suspected fraud.Timeandagain, those
who have committed fraud and are discovered for the first
time, are also found to have committed it before. Multi-
ple episodes of fraud, within repeating patterns ofmiscon-
duct, are not uncommon. RECs are, however, advisory
bodies andhaveno executive functions; they are not them-
selves detective agencies, nor are they legal entities, and
they have no authority to investigate suspected or ad-
mitted misconduct. Their current duty when they sus-
pect misconduct is to bring the matter to the attention
of their establishing body – usually the Health Authority/
Board/Commission or Trust.
Although it isprobable that the researchgovernancepro-

cedures currently being introduced in the NHS will de-
fine responsibility for assessing the research competence
and suitability of investigators, it will still be necessary for
LRECs to ensure that this assessment has taken place. The
following clause appears in Governance Arrangements for
Research Ethics Committees (2001): ‘A member of an REC
who becomes aware of a possible breach of good practice
in research should report this initially to the Chair and Ad-
ministrator of the REC, who shall inform the appointing
Authority. The Authority’s officers shall be accountable for
taking appropriate action.’
The duty of a research ethics committee is therefore to

co-operate in the investigations led by others with com-
petence to investigate. An LREC is in a prime position to
assist, andmay be the only source of comprehensive infor-
mation about an individual investigator’s research activity.
A committee can usually provide a list of those projects
that the committee has considered and approved for that
particular investigator during the past 5 years. This infor-
mation can be used by the forensic team to pursuematters
further (Wells & Blunt, 1997). As a result of this process, it
is probable that a committee will have been given infor-
mation about a doctor who has, beyond doubt, committed
research misconduct; in those circumstances it is neces-
sary for the committee to bear this information in mind
when it comes to assess any future project submitted by
that particular doctor.

Conclusions

Research ethics committees have an essential function to
ensure that only research that is scientifically sound and

ethically viable is approved. Additionally, however, they
have important roles to play in tackling research miscon-
duct and fraud, bearing in mind that such behaviour ex-
ploits patients and undermines scientific integrity. They
can therefore constitute a powerful preventative measure,
and can co-operate in providing information when a case
of misconduct is being investigated by a legitimate organi-
sationoutside theethicscommittee. If researchethicscom-
mittees carry out these roles comprehensively, they will
provide an environment in which it is more difficult for re-
searchmisconduct tooccur,andwill clearlybedemonstrat-
ing their commitment to protect patients and the public
against harm.
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How to use this booklet

For many people the idea of being involved in research
raises fears of ‘experimentation’ or of being a ‘guinea-pig’.
Understanding what is involved in taking part in a research
study can ease many of these anxieties. This booklet an-
swers the questions patients ask most often about clinical
trials, and can help you decide about taking part in a trial. It
is meant to add to the information your doctor has already
given you.

The ‘Glossary’ defines some of the common technical
words used in clinical trials.

What is a clinical trial?

Almost every week we hear of a new drug for the treatment
of a disease, or of a new diagnostic test or surgical proce-
dure. These new treatments, tests and procedures must be
shown to be effective and safe before they can be marketed
or used more widely. A clinical trial is a research study in
patients to test the usefulness and safety of a promising
new treatment or procedure.

Clinical trials are used to study new ways to prevent, di-
agnose or treat diseases. Most trials evaluate new drugs
or drug combinations, for example, antibiotic treatments
for an infectious disease, or chemotherapy for a specific
cancer. Other trials might test new radiation treatments or
surgical procedures, such as a comparison of radical mas-
tectomy vs. lumpectomy for the treatment of breast cancer.
The example of a drug trial will be used throughout the rest
of the booklet.

Clinical trials begin only after preliminary studies in
the laboratory and with animals have shown promising

c© Clinical Trials Centre, 1992.

results. Clinical trials are usually conducted in three steps
or phases:

Phase I trials

These test the treatment in a few healthy people to learn
whether it is safe to take and what happens when it enters
the human body.

Phase II trials

These test the treatment in a few patients to see if it is active
against the disease in the short term. If the treatment is not
effective, no more trials will take place.

Phase III trials

These test the treatment on several hundred to several
thousand patients, often at many different clinics or hospi-
tals. These trials usually compare the new treatment either
with a treatment already in use or, occasionally, with no
treatment.

The results of the trials are sent to the national Licens-
ing Authority, called the Medicines Control Agency. If the
Licensing Authority agrees that the new treatment is effec-
tive and safe, it is licensed for marketing.

Why are clinical trials needed?

Clinical trialsare the linkbetweenbasic laboratory research
and everyday medical practice. Through clinical trials, re-
searchers learn which treatments are most likely to be ef-
fective for future patients. A few treatments are so powerful
that their value is obvious without a clinical trial. For in-
stance, we do not have doubts about the value of penicillin
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for pneumonia, or surgery for appendicitis. However, the
effects of most treatments are much less dramatic and need
to be tested in a clinical trial. Not every trial will find a drug
that works, but trials can also improve care by finding a
drug that clearly does not work.

Manymedicaladvanceshavebeenpossibleonlybecause
of clinical trials. Clinical trials have shown researchers
which new drugs or combinations of drugs are most ef-
fective for the treatment of cancer and heart disease, and
which surgical techniques and diagnostic tests work best.
Clinical trials are also being used to find better treatment
for life-threatening diseases such as TB and AIDS.

Who can join a clinical trial?

To be eligible to take part in a particular clinical trial, a
patient must meet the eligibility requirements of that trial.
These vary for each trial, and may include a person’s age
or stage of disease. Not everyone will be allowed to enter
a trial. For instance, patients with conditions such as high
blood pressure may not be eligible to join some trials.

How are clinical trials organised?

Planning

A great deal of thought and planning goes on before any
clinical trial is set up. The plan for a trial (the ‘protocol’)
gives the background to exactly how the trial will be run,
which types of patients will be studied, the treatments in-
volved, the timetable of tests and visits for patients, the
length of the study, etc.

Ethical approval

Before a study can begin, the local research ethics com-
mittee must approve the protocol as safe and ethical. The
membership of this committee varies from hospital to
hospital, but usually includes doctors, nurses, a lay per-
son from the community and sometimes a lawyer or a
chaplain.Theethicscommitteeworks independentlyof the
researchers setting up the clinical trial.

Patient consent

Before you can join a trial, the researchers must first ex-
plain the study to you, answer any questions you may have
and obtain your agreement to take part. This is the same
as when you give your consent for a surgical operation;
the nature of the operation, its benefits and its side effects

should be explained to you before you agree to go ahead.
The same applies to joining a clinical trial. The doctors or
nurses should tell you why the trial is being run, the risks
you may face, and how you may be helped. Usually you will
be asked to sign a consent form, to show that you under-
stand what has been explained to you. Signing this form
does not commit you to the study.

Study design

The most common type of clinical trial is a ‘comparison
trial’ in which one group of patients receiving a new treat-
ment is compared to another group of patients receiving
an existing, often a standard treatment. The patients who
receive the new experimental treatment are called the ‘test
group’ and those who receive the standard treatment, the
‘control group’. In some diseases, no standard treatment
exists. In these cases, the new treatment will often be com-
pared to no treatment or to a ‘placebo’. A placebo is an in-
active substance or ‘dummy drug’ that looks like the drug
being tested. Patients will not be given a placebo if there is
any treatment available that might benefit them.

The glossary gives a description of other types of clinical
trials.

How treatment is chosen

In many studies, the decision about whether a patient re-
ceives the test or the control treatment is made using a pre-
determined code or in a random fashion. ‘Randomisation’
is the best way to avoid bias. This means that the test and
the control treatments can be compared more accurately.
Also, since the researchers do not know which treatment
will turn out to be better or safer, randomisation gives all
patients an equal chance of receiving the more effective or
safer treatment, whichever it turns out to be.

Patient follow-up

The researchers carefully follow the progress of patients in
both the control and test groups. They look for whether
patients who received the new therapy had a different re-
sponse from patients in the control group. Did the new
treatment prevent the disease or slow its progress? Did the
symptoms go away? Did patients have fewer side effects
with the experimental drug?

What is it like to be in a clinical trial?

Once you agree to take part in a clinical trial, the doctor in
charge of the trial will find out which treatment you are to
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receive. He will probably also contact your general practi-
tioner (GP) and provide him with details of the trial. Usually
you can take the treatment at home, but some trials require
treatment in hospital.

During the trial, you will have to follow a schedule of
treatment,check-upsandbloodtests, toseeif thetreatment
isworking.Theresearcherswillkeepacareful recordofyour
progress. You may have to visit the doctor as rarely as once
every 6 months, or as often as five times a week. You may
also be asked to keep a list of any side effects you notice
from the treatment, or a record of your daily activities, or
what you eat. It is important that you tell the researchers
if you make any changes from the treatment protocol, for
example, if you do not take your treatment as prescribed,
or if you stop taking it altogether.

What about stopping the trial?

In the protocol, the researchers usually give an estimate
of how long the trial will last. While some trials last only
a few weeks, others can go on for years. Sometimes a trial
will be stopped earlier than planned. In many large trials,
a special group of independent researchers, called a data
monitoring and safety committee, check regularly on the
results of the trial during its progress. If they find that one
group of patients is doing much better than the other, they
can stop the trial and offer all the patients the better treat-
ment. They can also stop the trial if one group of patients
develops serious new side effects.

Your doctor can decide to take you out of a trial if he feels
your condition is getting worse and the therapy is not help-
ing you. You can also decide to leave a trial at any time,
without it interfering with the regular medical care you
receive.

What are the benefits of joining a clinical trial?

Helping future patients

Patients can contribute to medical knowledge by helping
researchers learn whether a treatment or new test will be
able to help more patients in the future. This in itself can
give patients a sense of accomplishment.

Early access to a new treatment

Patients in clinical trials are among the first to receive new
treatments before they become widely available. Some-
times experimental drugs are the only treatment available
for a disease. In other cases patients may be unable to

take the usual treatment because of side effects or aller-
gies. While it is possible that the new treatment may turn
out to be disappointing, the researchers hope that it will be
more effective or have fewer side effects than the current
treatment.

Specialist care

Whether or not patients receive the new treatment, they
will get the benefit of excellent medical care, with frequent
check-ups by specialists in the field.

What are the risks of joining a clinical trial?

‘Unproven’ treatment

Until clinical trials are held, no one knows whether the new
treatment being tested will prove to be better than treat-
ment already available. There is always the chance that the
new treatment will turn out to be ineffective or do more
harm than good.

Side effects

Like any medical therapy, the treatments tested in clinical
trials carry some risks. Before a clinical trial begins, the
new treatment has already been through much testing in
the laboratory to make sure it is safe. The researchers may
know about some of the side effects already, but more side
effects may show up during the trial. Most of these, such as
tiredness or nausea, are mild, and usually go away on their
own, or after treatment is stopped. Other side effects can
be more serious, like kidney or liver damage.

Inconvenience

Patients may sometimes have to make frequent visits to the
hospital or GP surgery for check-ups on their progress, and
for laboratorytests.Mosttests justrequiredrawingofblood,
but some may be more complicated and time consuming.

Other questions to ask your doctor

Every clinical trial is different. It is important to find out
what the demands of a particular trial will be before you
agree to take part. Here is a list of questions you may want
to ask, to help you decide if the trial is right for you. Most of
these questions should be answered when the researcher
first tells you about the study.
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� What is the purpose of the study?
� What kinds of treatment does the study involve?
� What additional tests will be required because of the trial?
� How will the study affect my daily life? Will I require

additional visits to the doctor? Will my diet be limited?
Will I have to spend time in hospital?

� What are the standard treatments available for my dis-
ease? From what is already known, how does the new
treatment compare with them?

� What is likely to happen to my condition with or without
this new treatment?

� How long is the study expected to last?

Thinking it over

Taking part in a clinical trial involves making a commit-
ment. Only you can decide whether or not to join. You must
consider all the benefits and risks, and keep your personal
interests in mind. There is nothing wrong in saying ‘no’ or
asking for more time to think about it. If possible, talk the
decision over with a doctor or a trusted relative or friend.
Ask your GP or hospital doctor if you have any other ques-
tions or would like something explained in more detail.

GLOSSARY

Clinical trial A research study in patients to find out
whether a new way of treating a disease is better, worse
or the same as the therapy used at present.

Control group A group of patients in a study who receive
the standard treatment (the other group is called the ‘test
group’). The standard treatment is the best medical treat-
ment that would normally be given to a patient. When there
is no standard treatment, the control group may receive
either no treatment or a placebo.

Controlled trial A clinical trial in which an experimental
treatment is compared with either another experimental
treatment, or against a standard treatment or placebo.

Crossover trial A clinical trial in which all patients receive
both treatments at different times. Halfway through the
study, one group is switched from the control treatment
to the experimental treatment, and the other is switched
from the experimental treatment to the control.

Dose comparison trial A clinical trial that compares dif-
ferent amounts of the same drug.

‘Double-blind or ‘single-blind’ trial A ‘double-blind’ trial
is a trial in which neither the patient nor the researcher
knows who is receiving the control treatment. This is done
to prevent the results of the trial being biased. In a ‘single-
blind’ trial, patients do not know what treatments they are
getting, but their doctors do.

Eligibility criteria ‘Inclusion criteria’ are conditions you
must meet to join a trial. Some are obvious, like age, or
what symptoms you have. Others, like blood test results
require laboratory tests. ‘Exclusion criteria’ are conditions
that would disqualify you from the trial. These may include
taking drugs other than the drug being studied, or certain
diseases. Often patients are excluded for safety reasons, be-
cause doctors know that the new drug may cause people
with a certain illness or blood test result to get sicker.

Informed consent Consent following a full written or ver-
bal explanation of a trial, including the risks and benefits
of taking part.

Placebo A pill or liquid that may look and taste exactly like
a real drug, but contains no active substance (a ‘dummy
drug’). A placebo is sometimes given to the control group
in a trial, so that neither the patients nor their doctors
know who is taking the test drug and who is taking the
placebo.

Protocol A research plan that gives the background to the
trial and the way patients should be treated.

Randomisation The process of selecting by chance the
treatment a patient will receive in a trial.

Side effect Unintended adverse effect from a drug or other
treatment.

Test group A group of patients in a study who receive
the new treatment (the other group is called the ‘control
group’).

CERES – Consumers for Ethical Research – also produces useful infor-

mationsheets forresearchparticipants, includingMedicalResearchand

You, Genetic Research and You and Spreading the World on Research

(On writing patient information leaflets)

Ceres – PO Box 1365, London N16 OBW; www.ceres.org.uk
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General principles: treatment

Consent and battery

In general, medical treatment may only be given lawfully
to a patient with that patient’s consent. A doctor who acts
without a patient’s consent risks criminal prosecution for
assault or,more likely, being sued for damages in the tort of
battery. A signed consent form is only evidence (not con-
clusive) that a patient has given consent to a treatment. It
is the reality of the patient’s consent which is the concern
of the law (Chatterton v. Gerson [1981]).
Exceptionally, medical treatment may be given without

consent where the patient is unable to consent, for exam-
ple, where the patient is unconscious in an emergency
or where the patient is permanently unable to consent
through mental disability and the treatment is reasonably
necessary in that patient’s best medical interests (Re F
(A Mental Patient: Sterilisation) [1990]).
A valid consent in law requires three elements:
(i) the patient must be competent to consent;
(ii) the consent must be based upon adequate informa-

tion;
(iii) the consent must be voluntarily given.

Competence to consent
A patient will be competent to give consent if he or she is
capable of understanding what is involved in the medical
treatment, including theprocedure itself, its consequences
and the consequences of non-treatment.
An adult patient (i.e. has attained the age of 18) will usu-

ally be presumed to be competent to understand amedical

The original version of this article was written by Andrew Grubb in

1994. The article was revised and updated by Rosamund Scott, Penney

Lewis and Phil Bates of The School of Law, King’s College, London in

2001, who take responsibility for its current accuracy.

procedure unless there is good reason to doubt it, for ex-
ample, if he or she is mentally ill, mentally disabled or af-
fected by external factors such as drugs, alcohol, extreme
pain, panic or shock. In such cases the patient will only be
competent to consent if he or she is capable of ‘compre-
hending and retaining treatment information’, ‘believing
it’ and ‘weighing it in the balance to arrive at a choice’
(Re C [1994]). This test was approved in Re MB (An Adult:
Medical Treatment) [1997], in which Lady Justice Butler-
Sloss emphasised the importance of ‘some impairment or
disturbance of mental functioning render[ing] the person
unable tomakeadecision’. This inabilitywouldoccurwhen
thepatient couldnot fulfil the tasks required in thefirst and
third limbs of the Re C test. (In Re MB the requirement of
ability to believe seems to have become part of the ability
to weigh the information.)
The position of a child is somewhat different. For legal

purposes, childhood begins at birth, and ends when the
child reaches 18. However, if a child is aged between 16
and 18, he or she will be presumed to have the capacity
to consent to medical treatment to the same extent as an
adult (Family Law Reform Act 1969, s.8(1)). A child under
the age of 16 will be able to consent to medical treatment
providing he or she is sufficiently mature and intelligent
to be able to understand what is involved in the treatment
(Gillick v. West Norfolk and Wisbech A.H.A. [1986]). In Re C
(Detention: Medical Treatment) [1997], the judge adopted
the three-stage test which had been developed in earlier
cases involving adults: that is, asking whether the child is
capable of (i) comprehending and retaining treatment in-
formation, (ii) believing it, and (iii) weighing it in the bal-
ance to arrive at choice. Applying this approach, a child’s
capacity to understand will depend upon the individual
child and the nature of the medical treatment, in particu-
lar its complexity and seriousness. A child may be capable
of understanding what is involved in some procedures, for
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example setting a broken arm, but insufficiently mature to
understand others, for example a heart bypass operation.
In relation tomedical research, it is likely that a childwould
have to demonstrate a high level of understanding before
being regarded as ‘Gillick competent’ for this purpose (see
below).
The power to make decisions about a child’s medical

treatment is an aspect of ‘parental responsibility’ under the
Children Act 1989. Therefore, consent to a child’s medical
treatmentmay be obtained fromapersonwith parental re-
sponsibility (usually one of the parents), as well as from a
competent child, or from a court. The parents’ consent to
treatment is then valid in law, providing that it is exercised
in the ‘best interests’ of the child. The ability of parents
to consent to a child’s involvement in non-therapeutic re-
search is consideredbelow. For recent case-lawonparental
consent tomedical treatment see especially Re T (AMinor)
(Wardship: Medical Treatment) [1996] and Re A (Conjoined
Twins: Medical Treatment) (No. 2) [2001]. As a matter of
good professional practice, even where a child is unable
to provide a legally valid consent, it is usually appropriate
to involve the child as fully as possible in decision-making
(see British Medical Association, 2001). Unfortunately, the
allocation of parental responsibility is legally complex, and
not all parents have parental responsibility, and not ev-
eryone with parental responsibility is a parent. In particu-
lar,mothershaveparental responsibility automatically, but
a father who is not married to the mother will only have
parental responsibility for a child if he hasmade a parental
responsibility agreement with the mother, or obtained a
court order granting him responsibility. Local authorities
obtain parental responsibility for a childwho is subject to a
CareOrder, but not if the child ismerely accommodated by
the Local Authority. Adoption of a child ends the parental
responsibility of the parents, and gives parental responsi-
bility to the adoptive parents. In cases where the allocation
of parental responsibility is uncertain, it may be necessary
to seek specific legal advice. In Scotland, these issues are
governed by the Children (Scotland) Act 1995.
A controversial development in the law has established

that,whileacompetentchildmayconsent tomedical treat-
ment, the child’s refusal will not necessarily be valid. A par-
ent (or other with parental responsibility) may give a valid
consent to medical treatment notwithstanding the child’s
refusal. It may be that the parents may only do so if the
child’s life is threatened or the treatment is necessary to
avoid serious permanent harm to the child (Re W [1992]).
Despite this development in relation tomedical treatment,
it is very doubtful that it would ever be appropriate to over-
ride a child’s refusal to participate in research in this way
(see below).

Information
For a consent to be valid, a patient must understand in
broad terms the basic nature and purpose of the medi-
cal procedure (Chatterton v. Gerson [1981]). A doctor has a
legal obligation to volunteer this information to the pa-
tient. Also, a patient’s apparent consent will be invalid if
it is induced through fraud or misrepresentation as to the
nature of themedical procedure (Sidaway v. BethlemRoyal
Hospital [1985]).

Voluntariness
A patient’s consent must be freely given without coercion
or pressure. Whether a patient’s consent is voluntary is a
question of degree and will depend upon the individual
circumstances of each case. However, where there is a dan-
ger of pressure or coercion, the court will be alive to that
risk in determining whether the patient’s consent is in fact
freely given (Freeman v. Home Office (No. 2) [1984], Re T
[1992]).

Consent and negligence

Alternatively, a doctor may be sued for damages in the tort
of negligence if he or she fails to comply with his legal duty
when obtaining a patient’s consent and harm results to the
patient. This legal duty may go beyond that seen above in
the context of abattery action. It consists of theduty topro-
vide information not only relating to the nature and pur-
pose of the procedure, but also other information such as
risks inherent in the procedure and available alternatives.
Traditionallyunderstood,what thisamounts to is that the

doctor must volunteer to his patient all information which
areasonabledoctorwouldprovidehavingregardto thepar-
ticularcircumstancesof thepatient. Ingeneral,adoctorwill
satisfy this requirement if he or she responsibly exercises
his or her clinical judgement indeterminingwhat informa-
tion should be provided and his or her view is supported
by a competent and responsible body of medical opinion.
Exceptionally, however, the court may determine that the
information is so necessary for the patient to make an in-
formeddecisionwhether toconsent to the treatmentornot
thatadoctorwho fails toprovide itwouldbe inbreachofhis
legal duty to thepatient (Sidaway v. BethlemRoyalHospital
[1985]). More recently, in Pearce v. United Bristol Health-
care N.H.S. Trust [1998], the Court of Appeal defined the
standard of disclosure by drawing together the decisions
in Sidaway and Bolitho v. City and Hackney H.A. [1998].
(The latter is the most recent House of Lords’ decision on
clinical negligence, in which Lord Browne-Wilkinson held
that a respectable or responsible body of medical opinion
is onehaving a logical basis inwhichmedical professionals
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havedirected theirminds tocomparative risks andbenefits
to reach a ‘defensible’ conclusion on the matter.) In Pearce
LordWoolfM.R. held that ‘if there is a significant riskwhich
would affect the judgement of a reasonable patient, then
in the normal course it is the responsibility of a doctor to
inform the patient of that significant risk, if the informa-
tion is needed so that the patient can determine for him or
herself as to what course he or she should adopt’.
Additionally, a doctor will be in breach of his duty if he

does not truthfully answer any questions his patient may
put to him unless the doctor forms the view reasonably
that toprovidetheinformationrequestedwouldbedemon-
strably harmful to the patient’s physical or mental health
(Sidaway [1985]). Recent Court of Appeal case-law has re-
emphasised that ‘if a patient asks a doctor about the risk,
then the doctor is required to give an honest answer’ (per
Lord Woolf M.R. in Pearce).

Consent and research

These principles should be borne inmindwhen determin-
ing the application of the law of consent to research on
patients or healthy volunteers. The law may not always,
however, reach identical conclusions. It is important to
distinguish between therapeutic research (where there is a
dual intention, i.e. to treat the patient and obtain data of a
generalisablenature)andnon-therapeutic research (where
there is only the latter intention). The crucial factor which
distinguishes clinical research from treatment is the inten-
tion always to use the individual as a means of generating
scientificdata.Thelawinthisarea isuntestedbecausethere
is no governing legislation and, as yet, the courts have not
been called upon to express a view.
When applying the general principles outlined above, all

of which equally apply to research, those which call for
special comment are:
(a) the individual’s capacity to consent – competence;
(b) the information which must be given to a research

subject;
(c) the position of the incompetent research subject.

Capacity to consent: competence

Therapeutic research
In general, an adult patient may validly consent to thera-
peutic research if he or she is competent to understand
what is to be undertaken.
Whether a child (a minor) may validly consent to thera-

peutic research ismore problematic. A child aged between
16 and 18 may be competent to give a valid consent to

the same extent as an adult if section 8(1) of the Family
Law Reform Act 1969 (which refers to ‘treatment’) applies
to therapeutic research. If the Act does not apply (because
the research is not ‘treatment’, or because the child is un-
der the age of 16), it is necessary to ask whether a child can
consent to research under theGillick principle considered
above. The law relating to treatment would suggest that a
valid consent may be given to therapeutic research if the
child is capable of understanding what is involved in what
is proposed by the doctor. However, given the fact that the
child would be consenting, in part, to research and what
that entails, the court is likely to require a high standard of
comprehension and, therefore, a child is less likely to have
sufficient maturity and intelligence to consent to thera-
peutic research.
Furthermore, even if a child is competent to consent, it

will usually be appropriate to seek the consent of the child’s
parents even if this is not required as a matter of strict law.
The Department of Health’s 1991 guidance for Research
Ethics Committees took an even more cautious approach:
‘Children who are under 16 years of age may . . . be able
to give full consent – providing they have sufficient un-
derstanding of what is proposed, as judged by the doctor
attending them. Even for therapeutic purposes it would,
however, be unacceptable not to have the consent of the
parent or guardian where the child is under 16. Where the
child is over 16 and under 18 generally parental consent
should also be required – unless it is clearly in the child’s
best interests that the parents should not be informed.’
(Department of Health, 1991). The latest version of this
guidance (Department of Health, Governance Arrange-
ments for NHS Research Ethics Committees, 2001), does not
contain this statement, so the current view of the Depart-
ment of Health on this issue is unclear.

Non-therapeutic research
Again, an adult healthy volunteer or patient would be pre-
sumed by the law to be competent to consent to non-
therapeutic research. However, given the lack of benefit to
the individual, the law is likely to set limits on the risk of
harm that an individual may agree to be exposed to. It is
likely that the court would only permit an adult to expose
himself to what is frequently called ‘minimal risk’ or ‘min-
imal burden’.
In the case of children aged between 16 and 18, section

8(1) of the Family Law Reform Act 1969 does not apply to
non-therapeutic research, and so it is unclear whether a
child of any age can consent to such research. Even if a
competent child could legally consent to non-therapeutic
research, a court would require a very high standard of
competence before accepting that a particular child was
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competent to consent to non-therapeutic research. It may
therefore be difficult for a child to give a valid consent to
non-therapeutic research and, in any event, there are strict
limits upon the level of risk for which a child should be
able to volunteer. However, in relation to procedures in-
volving ‘minimal burden’, the Royal College of Paediatrics
and Child Health guidance suggests that young children
may be able to understand what is involved in relatively
simple non-therapeutic procedures:
‘Where children are unable to give consent, by reason

of insufficient maturity or understanding, their parents or
guardians may consent to the taking of blood for non-
therapeutic purposes, provided that they have been given
and understand a full explanation of the reasons for blood
sampling and have balanced its risk to their child. Many
children fear needles, but with careful explanation of the
reason for venepuncture and an understanding of the ef-
fectiveness of local anaesthetic cream, they often show al-
truism and allow a blood sample to be taken. We believe
that this has to be the child’s decision. We believe that it is
completely inappropriate to insist on the taking of blood
for non-therapeutic reasons if a child indicates either sig-
nificant unwillingness before the start or significant stress
during the procedure.’ (Royal College of Paediatrics and
Child Health, 2000).

Information

It was seen above that the law of consent to treatment re-
quires that a doctor should adequately inform a patient
about what is involved. When the procedure proposed is
therapeutic or non-therapeutic research, the law requires
a greater degree of disclosure.

Battery
Adoctor’sobligation to informan individual inbroad terms
ofthenatureandpurposeof theprocedurewouldgofurther
in cases of therapeutic or non-therapeutic research. In ad-
dition to thematters referred toabove in thecaseofmedical
treatment, it would be essential for the patient or healthy
volunteer to be told that they are to be a research subject.
Further, a court may insist that the patient or healthy vol-
unteerbe informedthat, forexample, theymaywithdrawat
any time from the research without adverse consequence
to them, that they may be part of a controlled group in a
clinical trial and (if relevant) that the trial is a randomised
controlled trial.

Negligence
Aresearcher’sdutyofcarewouldrequiredisclosure toanin-
dividual not only of the fact that the individual is involved

in research but also any information relevant to the pa-
tient or healthy volunteer’s participation in the research. In
addition to the risks inherent in the procedure, by way of
example such information would include any future tests
the individual might have to undergo, that he might have
to stay in hospital longer or visit hospital more often in the
future.
In the case of therapeutic research a doctor’s duty would

not be governed by the standards current in the medi-
cal profession. While a court might be guided by medical
practice, the law will impose its own standards of disclo-
sure to protect the interests of the research subject and to
allow them tomake a fully informeddecision ofwhether to
participate in the research. Obviously, in the case of non-
therapeutic research, the standards current in the medical
profession are irrelevant. The researcher might make ref-
erence to common practice among researchers but a court
would adopt the same approach as mentioned above.
One particular point worth noting is that, in the case of

therapeutic research, the lawisunlikely toaccept that infor-
mationmaybewithheld fromapatient out of a concern for
the patient’s health (the so-called ‘therapeutic privilege’).
This is undoubtedly true in the case of a healthy volun-
teer or patient agreeing to participate in non-therapeutic
research.

Incompetent patients and healthy volunteers

The extent towhich the lawpermits a child or an incompe-
tent adult to be the subject of research is very problematic.
This is acknowledged in recent GMC guidance:

‘You should seek further advice where your research will involve

adults who are not able to make decisions for themselves, or chil-

dren. You should be aware that in these cases the legal position is

complex or unclear, and there is currently no general consensus on

how to balance the possible risks and benefits to such vulnerable

individuals against the public interest in conducting research. You

should consult the guidance issued by bodies such as the Medical

ResearchCouncil and themedical royal colleges to keepup to date.

You should also seek advice from the relevant research ethics com-

mittee where appropriate.’ (General Medical Council, 1999, para

37)

It is helpful to consider adults and children separately.

Adults
It is clear that no one has legal power to consent to med-
ical treatment on behalf of an adult who is incompetent.
Instead, the law permits a doctor to treat an incompetent
adult when the doctor reasonably believes that the treat-
ment is in the ‘best interests’ of the individual in order to
preserve his health, life or well-being (Re F [1990]). It is the
application of this principle which would most probably
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also govern the lawfulness of research upon an incompe-
tent adult.
While a court would, if called upon to do so, carefully

scrutinise any decision to carry out therapeutic research
uponan incompetentadult, the lawwouldaccept that such
research could be carried out where it would have been
justified in the case of a competent adult provided the re-
searcher has satisfied a research ethics committee of this,
i.e. of its scientific validity and of the need for, and ethical
propriety of, such research.
A potential difficulty arises if the individual is to be

placed in a randomised trial. In such a case, a doctor’s duty
to the patient may be compromised if he thinks (or, in a
‘double-blind trial’, is unable to tell whether) the patient
is not receiving what, in his view, is the best treatment. In
the case of a competent patient, this problem is overcome
by the patient waiving his doctor’s duty to act in what
the doctor thinks is in his ‘best interests’ once the patient
has full knowledge of the nature of the trial and agrees
to participate. If this is correct, an incompetent patient is
unable towaive thedoctor’sdutyandhence randomisation
would not be possible. The law is untested on this matter.
As regards non-therapeutic research, one view of the law

is that it cannot lawfully be carried out on an incompetent
adult since such research can never, as the law requires,
be in the individual’s ‘best interests’ (Re F [1990]). In one
case, the court allowed an incompetent adult to donate
bone marrow to her sister who was seriously ill because
the emotional benefits to the donor doing so outweighed
thesmallphysical risks toher (ReY [1996]).While thisallows
an individual to be considered, it probably has no applica-
tion to cases of non-therapeutic research. While the law
remains uncertain, an alternative view may be that non-
therapeutic research on incompetent adults is lawful if it
cannot be done on competent persons, it poses only ‘min-
imal’ or ‘negligible risk’, and it is ‘not against the interests’
of the incompetent person (MRC, The Ethical Conduct of
Research on the Mentally Incapacitated (1991); Law Com-
mission,Mental Incapacity (1995)).
Whereas the law in England and Wales is uncertain,

Scottish Law is much clearer, because of the Adults with
Incapacity (Scotland) Act 2000. Section 51 states that no
surgical,medical,nursing,dentalorpsychological research
shallbecarriedoutonanyadultwhois incapable inrelation
to a decision about participation in the research unless re-
search of a similar nature cannot be carried out on an adult
whoiscapable inrelationtosuchadecision. Inaddition, it is
necessary to show that the purpose of the research is to ob-
tain knowledge of the causes, diagnosis, treatment or care
of the adult’s incapacity; or the effect of any treatment or
caregivenduringhis incapacity to theadultwhichrelates to
that incapacity. Finally, it is necessary to demonstrate that:

(a) the research is likely to produce real and direct benefit
to the adult;

(b) the adult does not indicate unwillingness to participate
in the research;

(c) the research has been approved by the Ethics Com-
mittee;

(d) the research entails no foreseeable risk, or only a mini-
mal foreseeable risk, to the adult;

(e) the research imposes no discomfort, or only minimal
discomfort, on the adult; and

(f) consent has been obtained from any guardian or wel-
fare attorney who has power to consent to the adult’s
participation in research or, where there is no such
guardian or welfare attorney, from the adult’s nearest
relative.

However, in cases where the research is not likely to pro-
duce real and direct benefit to the adult, it may neverthe-
less be carried out if it will contribute, through significant
improvement in the scientific understanding of the adult’s
incapacity, to the attainment of real and direct benefit to
the adult or to other persons having the same incapacity,
provided theothercircumstancesorconditionsmentioned
above are fulfilled. In England, the Law Commission have
made similar recommendations, but the Government has
not yet introduced legislation on this issue.

Children
It is unclear to what extent a person with parental res-
ponsibility (‘the proxy’) can legally consent to the in-
volvement of a child in medical research (especially non-
therapeutic research). In Re A (Conjoined Twins: Medical
Treatment) (No. 2) [2001],WardL.J. confirmed thatparental
rights and powers exist for the performance of the parents’
duties and responsibilities to the child, and must be exer-
cised in the best interests of the child. Applying this prin-
ciple to research, it seems that the proxy may consent to
therapeutic research providing it is in the ‘best interests’
of the child having regard to the risk–benefit ratio of the
procedure proposed, given the child’s illness. Although it is
more problematic, it seems likely that a proxymay consent
to the child being placed in a randomised trial even though
the doctor’s duty to the childmay thereby be compromised
if he thinks (or, in the case of a ‘double-blind trial’, is un-
able to tell whether) his child patient is receiving what he
considers the best treatment.
It is essential that theproxyshouldbe fully informedofall

relevant informationpertaining to the therapeutic research
including, if it is the case, the fact of randomisation. There
is no legal basis for deliberately withholding information
from a proxy based on the notion of ‘therapeutic privilege’.
However, a court would take into account the practical dif-
ficulties involved in communicating detailed information
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in certain contexts, for examplewhendealingwith the par-
ents of a seriously ill child (see BMA, 2001, Chapter 9). As
a minimum, however, a person giving consent to research
(including a proxy) should understand that it is research
to which they are consenting, and that the results are not
predictable (see General Medical Council, 1999, para 35).
If a child’s involvement in researchmust always be in the

child’s best interests, then the legality of non-therapeutic
research on children is very doubtful. However, this issue
has never been considered directly by the courts. In S v S
[1970], theHouseof Lords stated that a child couldundergo
a blood test to ascertain paternity, provided that this was
not against the child’s best interests. However, it could be
argued that this is appropriate because establishing the
identity of the child’s father is a procedure which is in-
tended to benefit the child. No such justification would be
available inrelationto thechild’snon-therapeutic research.
On the other hand, parents routinely expose their children
to all manner of small ‘day-to-day’ risks in the course of
everyday life, and the law usually interferes only where
the child is likely to be harmed by the parents’ behaviour.
Therefore, it could be argued that parents may consent to
medical research provided that it is not against their child’s
interest. (See, for example, RCPCH (2000), British Medical
Association (2001), and Montgomery (2001).) Although
this view is now widely accepted, there should be strict
limits on proxy consent, so a proxy would not be able to
consent to non-therapeutic research which involves more
than ‘minimal risk’ to the child (see Nicholson, 1986) or
‘minimal burden’ (see Department of Health, Reference
Guide to Consent for Examination or Treatment, 2001).
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8 Consent by persons over 16 to surgical, medical and dental treatment

(1) The consent of a minor who has attained the age of sixteen years

to any surgical, medical or dental treatment which, in the absence

of consent, would constitute a trespass to his person, shall be as

effective as it would be if he were of full age; and where a minor has

by virtue of this section given an effective consent to any treatment
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it shall not be necessary to obtain any consent for it from his parent

or guardian.

(2) In this section ‘surgical, medical or dental treatment’ includes

any procedure undertaken for the purposes of diagnosis, and this

section applies to any procedure (including, in particular, the

administrationofananaesthetic)which is ancillary toany treatment

as it applies to that treatment.

(3) Nothing in this section shall be construed asmaking ineffective any

consentwhichwouldhavebeeneffective if this sectionhadnotbeen

enacted.
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Introduction

Good researchers show respect for participants’ needs,
rights, well-being and safety. In part, they do this by giv-
ing (potential) research participants clear and accurate
written information. In this chapter we provide guid-
ance on producing consent forms and information leaflets
that are easy to read and understand. This will help re-
searchers who prepare written information and research
ethics committee (REC) members who review it. Re-
searchers will need other sources of practical advice and
we provide some references. For information on broader
issues, you could contactConsumers for Ethics inResearch
(http://www.ceres.org.uk) or Consumers in NHS Research
(http://www.hfht.org/ConsumersinNHSResearch/).
Informationforpotentialparticipantsshould inform,ed-

ucate and explain (Scotland, 1985). It must not coerce or
unreasonably induce participation in research. Potential
participants (patients, carers, users or volunteers) will usu-
ally have little medical knowledge and will possess a range
of reading ages, education and intelligence. Participants
with good reading and comprehension skills will not be
insulted by simple and direct language.
Concern for participant welfare will guide study design

and should be apparent in your writing. This chapter con-
tains specific guidance on:
� content that is accurate, unambiguous and comprehen-
sible

� style that is clear and direct (Anon, 2000)
� layout and presentation that indicates competence
(Secker & Pollard, 1995).

Content of written information

Detailedguidanceonwhat towrite inconsent formsandin-
formation leaflets can be obtained elsewhere, for example:

� your local REC
� the Central Office for Research Ethics Committees
(COREC) (http://www.corec.org.uk)

� the US National Library of Medicine (http://www.
clinicaltrials.gov)

� the International Conference on Harmonisation (http://
www.ich.org)

Written information will contain all the details necessary
to ensure that consent is informed and describe mecha-
nisms for ensuring participant confidentiality. In this brief
guidance we suggest wording that is based on the princi-
ples of plain English. Other examples can be found that are
often based on previous custom and practice. It is vital for
researchers to consider the suitability of wording for their
own participants.

An invitation to participate voluntarily

The invitation to participate should be clear anddirect. For
example: ‘We invite you to take part in a research project.
You do not have to accept our invitation. If you decide to
refuse, thenyoudon’tneedtogiveusareason.’A lessappro-
priate alternative is: ‘You are being invited to participate in
a research project. Participation in this trial is entirely vol-
untary and you are free to decline entry into this study.’
Passive verbs are used in this last sentence (see below)
and the synonyms ‘trial’, ‘project’ and ‘study’ may cause
confusion.
Be open to questions from potential participants who

seek clarification or more information. You could state
‘Please ask us if there is anything you don’t understand.
Please read this information carefully before you decide
what to do. We will give you time to think and ask other
people for advice.’

96



Manual for Research Ethics Committees 97

Project details

Give project details under appropriate sub-headings,
whichmay be short, user-friendly questions such as ‘What
if something goes wrong?’ A logical order might be:
� Purpose : give a brief rationale for the project and state
what it hopes to achieve.

� Selection: state reasonswhy the potential participantwas
approached.

� Process: give full details of any procedures, testing and
questionnaires.

� Benefits: assess potential impact on participants’ health,
including zero benefit for healthy volunteers or in non-
therapeutic research.

� Risks: clearly identify and explain the risks of thera-
peutic research.

� Special considerations: highlight anddiscuss anyunusual
or novel interventions.

� Protection: describe the procedure for complaints and
possible compensation for harm caused.

Rights to confidentiality and withdrawal

TheDataProtectionAct 1998 requires respect for confiden-
tiality, so explain what you will do to achieve this (Anon,
2001). Clearly state that participants can withdraw at any
time and that withdrawal will not affect normal medical
care. If relevant, explain the normal treatment for the par-
ticipants’ clinical condition.

Simple rules for plain English

Talk directly to the reader

Descriptions of procedures will bemuchmoremeaningful
if the potential participant is addressed as ‘you’ and the re-
searchersareaddressedas ‘we’. Forexample, ‘If youagree to
takepart, thenwewill put you intooneof twogroups.’Most
people would be disturbed and confused by: ‘random allo-
cation into control and treatment groupswill beperformed
by a computer.’

Use simple words and do not use jargon

Your writing should be formal and polite, but the vocab-
ulary should be as simple as possible. Choosing words in
English is often difficult because we have many everyday
and sophisticated options, for example, ‘give – adminis-
ter’ and ‘test – analyse’. Medical science also has a wealth

of jargon, for example, ‘knee cap – patella’ and ‘pill – oral
contraceptive’. Simple, short options should be chosen
whenever they are accurate and precise.
If technical or medical words must be used, then a sim-

ple definition will be needed. For example, ‘Leukaemia is
a disease that makes white blood cells faulty. White blood
cells are needed to help the body fight infection’, or ‘Left
ventricular failure is a type of heart failure. In heart fail-
ure the heart does not pump enough blood round the
body’.

Be positive and direct

Try to write in a positive and direct style. Make sentences
short andwithout toomuchpunctuation. Ifmore than one
commaor connectingword seemnecessary, then consider
more than one sentence or a bulleted list. Make sure that
your main point is in the first part of a sentence and/or
paragraph.
There is noneed to use conditional language throughout

your document to demonstrate the absence of coercion,
e.g. ‘you would be’ (cf. Hughes & Foster, 1997, p. II.23). The
simple present (we are) or future tense (youwill) is easier to
understand.Forexample: ‘Wewill splityou intotwogroups.
In the first group you take a newmedicine that we are test-
ing. In the second group you take themost commonly used
medicine. We need to compare the new and oldmedicines
fairly. We do this by randomly choosing the group you go
into. We could toss a coin to do this, but use a computer
because it’s quicker. The same number of people will take
each medicine.’

Active is better than passive

Clear writing describes people doing things, not people
having things done to them. So use active verbs not pas-
sive ones. For example, ‘a blood sample will be taken’ is
passive, but ‘we will take a blood sample’ is active. Most
people find the passive more difficult to understand. Sub-
ject, verb and object should usually remain in order, for
example ‘you – will take – the medicine’ or ‘we – will mea-
sure – your blood pressure’. Some passive construction is
necessary, but it should not be used to make procedures
sound less dangerous or to avoid clear responsibility.

Don’t turn verbs into nouns

In formal documents, verbs are often turned into nouns
(nominalisation). ‘Allocation’ is an abstract noun formed
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from the verb ‘allocate’; ‘decision’ is formed from ‘decide’.
Like the passive, nominalisation obscures meaning and
generates meaningless filler words (Russell, 1993, p. 95).
For example, ‘When your blood has been tested, a decision
will be taken with respect to your continued participation
in the trial.’ This could read ‘We will test your blood and
decide if you should stay in the trial.’

Testing readability

Testing on real people is the only foolproof way to find out
if your written information can be read and understood.
A valid test of readability is a small pilot with participants
similar to those in yourmain study. Readability statistics or
formulae are for guidance only. The most commonly used
formula is Flesch reading ease. This is based on ‘words per
sentence’ and ‘syllables per 100 words’. Higher scores (100)
indicate easier reading than lower scores (0).
You may come across Flesch–Kincard grade level. US

school students enter Grade 1 at age 6, so grade level 10
indicates a reading ageof about 15. Anypieceof text should
have as few passive sentences as possible. We tested a ran-
domly selected article from the Sun newspaper that had
reading ease of 84.6, grade level of 2.6 and 3% passive sen-
tences. The correspondingfigures for a draft of this chapter
were 54.2, 9.5 and 15%.
Whenyouarepreparinginformationforchildren(orpeo-

plewithlearningdifficulties), readabilitystatisticsmayhelp
you to modify your normal style. Readers should under-
stand your writing after it has been read once. For more
advice on plain English try the web pages of the:
� Plain English Campaign (www.plainenglish.co.uk).
� Plain Language Network
(www.plainlanguagenetwork.org).

� US Government (www.plainenglish.gov).

Layout and presentation

Guide the reader

The layout and presentation of information is a matter
of individual choice, but may significantly affect compre-
hension. Detailed written information may benefit from
a short covering letter that incorporates an invitation to
participate. A short introduction can be used to highlight
important points and guide the reader through detailed
text. Make an effort to select and use clear sub-headings.
Group related points together under an appropriate
heading.

Be open and accessible

A face-to-face meeting with a researcher (or associate)
will give potential participants more chances to ask ques-
tions. You should usually allow at least 24 hours for deci-
sion making and consultation with friends, family, other
healthcare professionals or carers. The actual time al-
lowed may reflect: the complexity of the research, poten-
tial risks to the participants, normal practice; and the clin-
ical condition of patients. Further questions or problems
may arise after consent is given. Give details in any writ-
ten information that let participants contact a researcher
quickly and conveniently.

Look good

Written information should be printed in a professional
font, and laser-printed originals make the clearest copies.
A4 is the standard paper size, but it can bemade into an A5
booklet or split into columns. Line spacing of 1.5 is com-
fortable formost people and text should usually be aligned
left. Justified text, with unequal space between words, is
harder to read and centred text is often confusing.
Densely packed textwithmanyhighlightedwords is very

hard for the reader to scan. Sparing use of italic, bold and
underlined styles is advised. Bold is preferred when em-
phasis is necessary. Headings can be highlighted with ad-
ditional space rather than underlining. Leaving plenty of
clear space is especially important around bullet points
and lists. For some groups, well-designed cartoons or pic-
tograms may be a useful aid to understanding.
Consider your reader when choosing font size and style.

Capitalised text isVERYHARDTOREADquickly; donotuse
it in the body of your document. For general use a 12-point
serif font is easy to read, for example, Times New Roman.
Older readers might find a larger sans serif font easier to
read, for example, 14-point Ariel. The Royal National Insti-
tute for the Blind sometimes use 16-point text for partially
sighted readers (Secker & Pollard, 1995, p. 19).

Conclusion

We have provided brief but clear guidance on providing
written information for research participants. The quality
of written information must be excellent in order to ob-
tain informed consent. Excellence, in this context, means
that participants readily understand what you have writ-
ten and are able to accurately describe their role in your
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project. Good use of plain English reflects the importance
of participant welfare in clinical research.
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Obligation to protect confidentiality

Those involved in clinical research owe an ethical and legal
obligation to respect the confidences of research subjects.
The obligation extends to all personal information, medi-
cal and other, given to or observed by the researcher in cir-
cumstances where the research subject expects it not to be
disclosed.Thisexpectationneednotbeexplicitly statedbut
maybe assumed from the context, e.g. it is always assumed
in a physician–patient relationship, regardless of the exis-
tence of a contract between the physician and the patient.
Health care professionals who disclose confidential infor-
mation may be subject to disciplinary action by their pro-
fessional body (e.g. the GMC or UKCC) and all researchers,
whether health care professionals or not, may also be sub-
ject to legal action. Medical confidentiality is protected as
part of the right to private life under Article 8(1) of the
European Convention on Human Rights (Z v Finland
[1997]), and consequently also under the Human Rights
Act 1998.
Disclosureof informationwhichdoesnotreveal the iden-

tityofa researchsubject, e.g. epidemiologicaloraggregated
data, is not a breach of the obligation of confidence. This is
even truewhereanonymisedpatient information is sold for
research purposes without the patient’s consent (R v De-
partment ofHealth, ex parte Source Informatics Ltd [1999]).

Exemptions from the duty of confidentiality

There are a number of exceptions to the obligation of con-
fidentiality which may justify disclosure.

The original version of this article was written by Andrew Grubb and

Ian Kennedy in 1994. The article was revised and updated by Sabine

Michalowski of theDepartment of Law,University of Essex in 2001,who

takes responsibility for its current accuracy.

Consent

Disclosure of confidential information is lawful if the pa-
tientconsentstoit.Thisconsentmaybeexpressed,whether
verbal or in writing, or implied from the circumstances.
Consentmay be impliedwhere a reasonable patient would
expect disclosure to take place, for example, sharing of in-
formation between health care professionals involved in
the patient’s treatment. Ordinarily in a clinical trial the re-
search protocol should refer to the need to obtain express
permission if confidential information is to be used in a
manner which will identify the research subject. The GMC
guidelines (GMC, 2000) specify in paragraph 16 that a pa-
tient’sconsenttothedisclosureof identifiablepatient infor-
mation can exceptionally be implied where the disclosure
is needed for researchpurposes and is unlikely to have per-
sonal consequences for the patient; the anonymisation of
the data and the obtaining of express consent is not practi-
cable;andthepatienthasbeentold,orhadaccess towritten
material informing him/her of the possibility of disclosure
for that purpose.

Public interest justification

Disclosure may be justified if it is in the public interest.
While both ethics and the lawwill jealously guard the right
of a patient or healthy volunteer to confidentiality, there
may be circumstances in which this rightmust be weighed
against the public interest in disclosure where there is a
real or serious risk that another, or the public at large, may
be put in danger by the patient or the healthy volunteer
(e.g. W v. Egdell [1990]). The doctor or researcher must
conscientiously weigh the interests of others and reason-
ably conclude that the risks to them outweigh the patient’s
or healthy volunteer’s right before disclosure will be ethi-
cal or lawful. Importantly, neither public curiosity nor the
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general benefit to society of research will suffice (X v. Y
[1988]). Disclosure in criminal proceedings would not vio-
late Article 8 of the ECHR or, correspondingly, the Human
Rights Act 1998 (Z v Finland [1998]).

Statutes requiring disclosure

Disclosureof confidential informationwill be justified if re-
quiredby statute, e.g. AbortionAct 1967 (notifyChiefMedi-
cal Officer); or Public Health (Control of Diseases) Act 1984
(notifiable diseases). Under s.60 of the Health and Social
Care Act 2001, the Secretary of State maymake regulations
requiring or authorising the disclosure of patient informa-
tion for medical purposes, including medical research, if
this is necessary in the interests of improving patient care
or in the public interest.

Access to medical records

Under s.7 of the Data Protection Act 1998, a patient (or
healthy volunteer) is entitled to obtain access to his or her
medical recordswhether stored electronically ormanually.
Disclosure of part or all of the record to the patient may be
withheldwhere that would be ‘likely to cause serious harm
to the physical ormental health of the data subject’ (Article
5(1) of the Data Protection (Subject Access Modification)
(Health) Order 2000), or where disclosure would identify
information relating to another person. The patient’s right
ofaccess topersonaldatapursuant tos.7of theDataProtec-
tion Act 1998 does not extend to data which are processed
(the term ‘process’ includes the mere fact that data are be-
ing held) only for research purposes, provided the data are
not processed to support measures or decisions with re-
spect to particular individuals, the processing is not done
in such a way as to cause, or be likely to cause, substantial
damageordistress to thedata subject, and the results of the
research are not made available in a form which identifies
the data subject (s.33 of the Data Protection Act 1998).
This legislation does not raise any problems of confiden-

tiality when disclosure is made to the patient (or healthy
volunteer). However, the situation is more complex if the
data subject is incompetent: under Article 5(3) and (4) of
theData Protection (Subject AccessModification) (Health)
Order 2000, persons with parental responsibility (in the
case of children), or persons who have been appointed by
a court order to manage the research subject’s affairs (in
the case of incompetent adults), can, in principle, obtain
access to medical records, unless one of the exceptions set
out in Article 5(3) and (4) applies.

Confidentiality and its limits under the Data Protection
Act 1998

The confidentiality of personal information contained in
medical records, whether stored electronically or manu-
ally, is guaranteed by the provisions of the Data Protec-
tion Act 1998. However, the Act only protects individu-
alised personal information and therefore does not apply
to anonymised data.
According to the Data Protection Principles set out in

Schedule1 to the1998Act, personaldata shall beprocessed
fairly and lawfully. Data originally obtained for a specific
purpose may be further processed for other research pur-
poses if the data are not processed to support measures
or decisions with respect to particular individuals and the
processing is not done in such away as to cause, or be likely
to cause, substantial damage or distress to the data subject
(s.33 Data Protection Act 1998). Data related to a person’s
health are regarded as sensitive personal data and receive
particularprotectionunderSchedule 3of theAct.However,
suchdatamaybedisclosed, for example, inorder toprotect
vital interests of another person; if it is necessary in con-
nection with legal proceedings; or if it is necessary for the
administrationof justice. (Foradetailedanalysisof theData
Protection Act 1998, see I. Kennedy and A. Grubb,Medical
Law, Butterworths: London, 2000, 3rd edn, Chapter 7.)

Incompetent patients

Special problems arise concerning confidentiality in the
case of children and the mentally disabled adult.

Children

As regards a child (i.e. a person under the age of 18), the
ethical and legal obligation to respect confidence is related
to thechild’s capacity toconsent to treatmentand research.
If a child is competent to consent to treatment, then a doc-
tor must not disclose the child’s confidences. A child who
has reached the age of 16 is presumed to be competent
to consent to medical treatment (Family Law Reform Act
1969, s.8). A child under 16 may be competent to consent
if of such maturity as to be able to understand what is in-
volved (Gillick [1986]) (see above paper on The Law relat-
ing to Consent). While this analysis is true of treatment,
the question is whether it applies either to therapeutic or
non-therapeutic research.
As regards therapeutic research, the law is probably that

a high level of maturity will be required of a child before
a child under the age of 18 will be regarded as able to
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understand what is involved (subject, of course, to the cir-
cumstances of the child’s illness and the nature of the pro-
posed research). If the child is capable of understanding
and thus of giving consent, confidential information ob-
tained as a consequence of the research may not be dis-
closed.
As regards non-therapeutic research, the law undoubt-

edly would demand an even higher level of maturity of a
child before regarding the child as competent to consent.
This reflects an ethical concern to protect the child from
possible exploitation or from decisions which the child
might later regret. Obviously, much depends on the con-
text of the proposed research, but the general principle of
law is that a child may be presumed to lack competence
to consent to non-therapeutic research. Given this conclu-
sion, questions of confidentiality will rarely arise.
If a child is incompetent to consent to treatment, the

power to consent rests with the child’s parents (or others
with ‘parental responsibility’ under the Children Act 1989).
Theparentmustalwaysact in thechild’s ‘best interests’.The
obligation to respect confidences is not breached in such
circumstances by disclosing personal information about
the child to the parent, provided it is in the child’s best
interests todoso.This isamatterof judgmentfor thedoctor,
but his/her decision can be reviewed by the courts if it is
thought that he/she is acting unreasonably.
As regards therapeutic research on an incompetent child,

a parent may give consent providing that the research is
in the child’s ‘best interests’ on the basis of a risk–benefit
analysis. In such a case the disclosure of confidential infor-
mation about the child gained in the research will not be a
breach of confidence provided it is in the child’s ‘best inter-
ests’ to do so. The same analysis as regards confidentiality
applies to those (arguably rare) cases inwhich parentsmay

consent to non-therapeutic research on an incompetent
child.

Adults

No one is authorised in law to consent to treatment of an
incompetent adult. The treatment is legally (and ethically)
justified if it is shown tobe in the ‘best interests’ of the adult
incompetent (re F [1990]). Confidential information con-
cerning the patient may not be disclosed to anyone other
than those who, by virtue of their responsibility to care for
the patient, must be involved in determining the patient’s
‘best interests’ (ordinarily the medical team).
If therapeutic research can be shown on a risk–benefit

analysis tobe in the ‘best interests’ofan incompetentadult,
those charged with the care of the adult would be entitled
give consent. In such a case, the law relating to confiden-
tiality is as set out above in the case of treatment.
As regards non-therapeutic research the legal position,

whatever the ethical view, is problematic. If it is forbidden
in law, no questions of confidentiality arise. If it is allowed
under certain conditions, what has been said above about
confidentiality applies.
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Research involving vulnerable participants: some ethical issues
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One of the issues that causes concern and divergence of
opinion for members of Research Ethics Committees is that
of research involving vulnerable participants. Members of
vulnerable groups are usually taken to include children,
the mentally ill, people with cognitive impairment, elderly
people and dying patients.

Common questions asked by REC members at the Centre
of Medical Law and Ethics’ Introductory Courses on the
Ethics of Research on Humans have included whether re-
search involving the terminally ill can ever be ethical, what
constitutesminimalrisk inthecontextofresearchinvolving
children, how freely informed consent can be obtained in
psychiatric studies and how effective research in dementia
can be carried out.

Recognising the importance and complexity of these
issues, the Centre of Medical Law and Ethics convened a
seriesofAdvancedStudyDaysbringingtogetherpractition-
ers and REC members to discuss the ethical issues raised
in relation to paediatric research, psychiatric research, re-
search into diseases of age and research into palliative care.

Whilst in no way exhaustive, the following pages out-
line some of the interesting issues covered during these
meetings.

This chapter has drawn on the presentations and discussions of all

the plenary speakers, panel members and participants at the Centre of

Medical Law and Ethics’ Advanced Study Days on Paediatric Research,

Psychiatric Research, Research into Diseases of Age, and Research into

Palliative Care during 2000 and 2001.

The author would like to thank the following, in particular, for their

presentations which have been adapted for this chapter: Dr Julia

Addington-Hall, Mr Phil Bates, Dr Antony Bayer, Dr Calliope (Bobbie)

Farsides, Professor Jonathan Glover, Professor Michael Gunn, Dr Vic

Larcher, Dr Karen Le Ball, Dr Steven Luttrell, Dr Donald Portsmouth,

Dr Diana Rose, Professor Sir Michael Rutter, Dr Nigel Sykes, Dr Teresa

Tate.

Ethical considerations in paediatric research

The Royal College of Paediatrics and Child Health (RCPCH)
regards research into children’s diseases as crucial in se-
curing better evidence-based care for future children but
stresses in its Guidelines on the Ethical Conduct on Medi-
cal Research Involving Children (2000) that such research
should conform to the highest ethical standards.

Further to this, the Ethics Advisory Committee of the
Royal College of Paediatrics and Child Health (RCPCH)
holds the position that MRECs should have paediatric rep-
resentation or consultation on paediatric topics. The argu-
ment for specific paediatric representation is that children
are a unique, vulnerable client group whose interests are
best servedorprotectedby theadviceof thosewhohavede-
veloped considerable experience and expertise in the area.
While LRECs may not have specific paediatric representa-
tion, it is important that committee members have a good
understanding of the particular ethical issues involved in
research with children.

Children are acknowledged as having a unique physio-
logical and psychosocial status, thus making them differ-
ent to adults in some important respects. However, they are
equally deserving of evidence-based treatment and yet the
fact that many medicines are not licensed for children ren-
ders them therapeutic orphans (Sutcliffe, 1999). A child’s
vulnerability (if real as opposed to assumed) and need for
protection should not be used to prevent them from ben-
efiting from research which is therapeutically useful. It is
particularly important to establish that the lack of research
is not purely driven by commercial or indemnity-related
concerns.

Some of the problems raised by paediatric research arise
out of the parents being responsible for giving or with-
holding consent. Some parents might feel morally obliged
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to contribute to therapeutic research which will benefit
their children, but this obligation should not be motivated
by a disproportionate sense of gratitude. Practitioners
involved in the long-term care of children with a chronic
or life-threatening disease should be particularly aware of
the impact of the relationship between the team and the
family, and the ways in which this might influence parents’
attitudes.

Putting aside the legal issues relating to consent, there
is a moral requirement to involve a child as much as is
possible and/or appropriate in the consent process. This
entails a number of specific duties when there is the possi-
bility that the child could participate in a meaningful way.
These duties include:
� testing the individual child’s ability to participate in the

consent process and proceeding accordingly;
� establishing what the child already knows about their

condition, treatment and prognosis;
� ascertaining the extent to which the child wishes to be

involved in the decision making process;
� discussing with the parents or guardians the extent to

which theyareprepared to involve thechild in theprocess
and final decision;

� providing information which will help the child to get a
realistic sense of what will be involved in participating
without causing undue harm.

The key to success in gaining informed consent lies in
effective communication between researchers, families,
associated professionals, professional bodies, LRECs and
MRECs, research councils, charities, drug companies and
educational institutions, and possibly parental or patient
involvement in the design of the project.

Some areas of paediatric research are now recognised as
raising particularly complex issues. In December 1999, the
RCPCH issued a position statement on neonatal research –
Safe-guarding informed parental involvement in clinical
research involving newborn babies and infants. The need
for ethical neonatal research is acknowledged, as is the
difficulty of obtaining informed consent for clinical trials
involving neonates. It is suggested that the concept of
agreement inprinciplemaybeanappropriate step. It isalso
proposed that there be an obligation to provide a continu-
ous consenting process. While good practice involves early
and continuing education of the mother-to-be about the
research, in reality this may be very difficult to implement.
It may not be appropriate to give pregnant women infor-
mation that could unnecessarily alarm them or alert them
to unlikely eventualities. Some valuable neonatal research
will need to be carried out in an unanticipated emergency
situation, where the mother may not be receptive to
information or in a position to give fully informed consent.

The complex ethical issues raised by neonatal research
can only be touched on here, but given the interest shown
byRECmembersandneonatologists,paediatricnursesand
others involvedinthecareofnewbornbabies, it is likely that
this topic will be the subject of future advanced study days.

Ethical considerations in psychiatric research

The Declaration of Helsinki (2000) states that ‘consi-
derations related to the well-being of the human subject
should take precedence over the interests of science and
society’. This is particularly important in psychiatric re-
search where psychiatric patients may be more vulnerable
than many others. People with psychiatric illnesses may
suffer from impaired judgement, they may have difficulties
in communicating, and their condition may vary dramati-
cally over time. To add to this, they may be stigmatised as
a group and sympathy for, and empathy with, people with
psychiatric disorders may be weakened.

In almost every section of this Manual ‘freely given
informed consent’ is a key issue. Definitions of consent re-
quire both voluntariness and non-coercion as well as suf-
ficient competence. This raises difficult questions in terms
of psychiatric patients’ ability to give or withhold consent.
Psychiatric patients are often hospitalised. There may be
a correlation between being an in-patient in a psychiatric
unit and a diminution of status, which could in turn lead to
a lack of voluntariness. Psychiatrists and psychiatric nurses
acknowledge that, even in the best treatment centres, the
regime could be seen as potentially coercive because of
the patients’ dependence and (if they are compulsorily de-
tained) their inability to leave.

The issue of competence is complex. Competence or in-
competence cannot be assumed from the mere reading of a
patient’s diagnosis, yet in this area more than others it is felt
that both researchers and research ethics committee mem-
bers might be too ready to make uninformed assumptions
and employ inaccurate stereotypes.

Thomas Grisso and Paul S. Appelbaum (1998) list four
factors relevant to assessing competence. These are the
ability to communicate a choice, the ability to understand
relevant information, the ability to appreciate alternatives/
consequences and the ability to think rationally about the
issue.

The last two factors raise particular difficulties in psychi-
atric research. ‘The ability to appreciate alternatives and
consequences’ may be present in a purely cognitive sense
inpeoplewithpsychiatric illness,butat thesametimethere
may be a lack of what might be called ‘emotional appreci-
ation’. As Jonathan Glover has noted, in such a case the
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person can spell out exactly what the implications are of
the different courses of action, but yet convey a lightness
or detachment that raises doubts about whether a purely
intellectual grasp is really enough.

Jonathan Glover has noted that something similar can be
said about ‘the ability to think rationally about the issue’. Is
someone who has the ability to make logical inferences and
to assess evidence, but who has utterly bizarre priorities,
thinking rationally? An illness like manic-depression can
result in oscillating priorities according to which end of
the continuum the person is at the time. Thus one should
not assume that consent at one time reflects a competent
decision by the whole person.

While psychiatric conditions that characteristically
impair competence present special ethical difficulties for
research, it is important that these conditions are not ex-
cluded from sustained research that could result in signi-
ficant improvements in the treatment of the illness. It is
therefore desirable to identify strategies that allow some
research and yet do not involve abandoning of ethical
constraints.

A crucially important element of the consent process is
the imparting of information to the potential participant.
Researchers may need to be more imaginative in the way
they devise patient information sheets. Information must
be given in small chunks, and pictures or photographs may
be appropriate. A separate and ‘more sophisticated’ carer
information sheet can be provided. In paediatric psychi-
atric research, it is important to provide information to
parents to make it easier for them to talk to their child,
to enable the child to share the responsibility of the con-
senting process.

An interesting discussion arose during the Advanced
Study Day on Psychiatric Research in relation to the use of
advance directives. Although advance directives are more
usually made about treatment than participation in re-
search, it was thought that advance directives could have a
useful role in research if they are made when the patient is
still competent to consent, for instance in the early stages
of Alzheimer’s disease.

In the absence of competence on the part of the research
participant, one might logically think of using proxies to
give or refuse consent on the patient’s behalf. However,
aside from the lack of legal clarity around this issue, there
are significant problems with this strategy. It is important to
ensure the proxy’s independence from the research team.
Family members may be suitable proxies, but it is essential
for researchers to be alert to possible conflicts of interest. A
key problem is how to ensure dispassionate proxy consent.

Control groups raise particular problems within psychi-
atric medicine due to the potential costs to the patient

associated with discontinuing or delaying treatment.
Merely giving patients a placebo will normally deny them
the best therapeutic methods, so new treatments should
normally be tested against current best treatments rather
than placebo. The requirement of best therapeutic meth-
ods makes it virtually impossible to justify ‘challenge’ stud-
ies that see what triggers an episode of illness. The same
requirement raises difficulties for ‘washout’ studies, which
involve taking the patient off medication, unless there is no
reason to think the medication has been beneficial.

It is increasingly acknowledged that, until recently, the
voice of mental health service users has been absent from
research. User-led research has been seen as problematic
bypeoplewhohave limitedunderstandingorexperienceof
it. Users are mistakenly seen as unable to keep confidence
and much user-led research has been turned down by
RECs.

User-Focused Monitoring (UFM) was first pioneered
and developed by The Sainsbury Centre for Mental Health
in 1997. The Sainsbury Centre’s report,Users’ Voices (Rose,
2001) is probably the first time mental health service users
with severe and enduring mental health problems have
created, developed, carried out and analysed a major
piece of research. Some 61 user interviewers were trained
and carried out the eight projects which make up the
report. They interviewed 500 service users living both in
the community and in hospital in seven sites throughout
England. Some key recommendations emerged from the
report that are likely to have a significant effect on the care
of mental health service users throughout the UK.

It is hoped that, as user-led research becomes more com-
mon, and the research findings are recognised as valuable,
resistance to this form of research will decrease.

Psychiatry is a field in which ethical research is often ex-
tremely difficult, but in which it is also of vital importance.
Improved treatment is an ethical priority, and so is respect
for patients’ rights. There are real intellectual challenges in
trying to meet either ethical imperative without betraying
the other.

Ethical considerations in research into diseases of age

Elderly participants in clinical research may be vulnerable
for a variety of reasons. These reasons might include a char-
acteristic deference to authority, dependence on others,
which may lead to coercion, and a different concept of their
own lives and interests to that of a researcher who is likely
to be considerably younger than the research participant.

As with all research, it is essential to assess capacity be-
fore asking for consent. The elderly are often treated as
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incapacitated when they are not. The elderly may suffer
from loss of short-term memory or dementia but it is im-
portant to remember that there are degrees of dementia;
elderly patients with mild dementia generally have the ca-
pacity to consent. Different methods, in terms of time and
skills, will need to be employed when assessing capacity to
consent in people with dementia. Comments from Study
Day participants suggested that various bodies are piloting
new forms of information sheets and consent forms, for
example, incorporating the consent form questions into
the information sheet so that questions follow the relevant
paragraphs. Information sheets that have a lower reading
level and larger typeface are increasingly being produced.
The family will need to be involved in the consent process.
However,geriatriciansandgerontologistsarequicktopoint
out that an adult is an adult and should have the right to
express his or her point of view even if it is different from
that of their relatives.

Elderly people living in nursing homes have been
thought of as particularly vulnerable. While it is essential
that they should have an independent protector of their in-
terests, research carried out in nursing homes can be bene-
ficial. Geriatricians report that many elderly residents of
nursinghomesvaluethecontact theyhavewithresearchers
and the opportunity to continue to contribute to society.
Additionally, standards in nursing homes may be more
likely to be maintained if researchers are known to visit
periodically.

While thereareproblemsassociatedwith inclusionof the
elderly in trials, their exclusion from research trials poses
greater problems. There is no doubt that the elderly are
excluded from research. For example, Antony Bayer noted
that of nearly 500 papers relevant to the elderly published
in leading medical journals in 1996–1997, 42% excluded
the elderly, 35% without any apparent justification (Bugeja
et al, BMJ, 1997). Of 225 consecutive studies submitted to
a particular Local Research Ethics Committee, 5 (2%) were
specifically about the elderly, 70 (31%) justifiably excluded
the elderly and 85 (38%) had an unjustified, inappropriate
and unnecessary upper age limit. Of 46 studies with MREC
approval, 20 (43%) had an upper age limit that seemed in-
appropriate. In no case had the LREC or MREC requested
justification for age restrictions. (Bayer & Tadd, BMJ, 2000).

Ageism is often implied. For example, comments such
as ‘need for patients to be reliable/fully competent/able
to follow instructions’ are made in protocols to justify the
exclusion of research participants over 69. There is an as-
sumption – not borne out in reality – that there will be poor
compliance and a high dropout rate.

Elderly women may be doubly discriminated against
in research. Elderly immigrants, and particularly female

immigrants, may also be doubly discriminated against in
research where there may be practical difficulties in ob-
taining informed consent. The grant-giving bodies that
fund much research may have deadlines and financial con-
straints, which preclude the translations of materials.

Ethical considerations in research into palliative care

The goals of palliative care have been defined by WHO
as ‘the active, total care of patients whose disease is not
responsive to curative treatment. Control of pain, other
symptomsandpsychological, socialandspiritualproblems
is paramount. The goal of palliative care is the achievement
of the best quality of life for patients and families.’

Many experts in palliative care believe that dying pa-
tients get a raw deal. Palliative care is not offered to a large
enough proportion of patients, and palliative care services
still tend to concentrate on particular groups. For instance,
cancer patients are likely to have more access to pallia-
tive care services than people suffering from diseases such
as motor neurone disease or heart failure. The Cochrane
Initiative has revealed a paucity of trials in palliative
care, thus making the dying another group of ‘therapeutic
orphans’.

This has happened for a variety of reasons including the
ethical challenges posed by researching in a palliative care
setting, society’s sensitivities around death and dying, the
reluctance of LRECs and MRECs to approve research with
dying patients and the reluctance on the part of palliateurs
to conduct certain forms of research. Care is the founding
principle of hospices. Interests of care and research do not
necessarily conflict, but research is usually not the motiva-
tion for staff entering hospice work. Few hospice staff have
research training and consequently, research in hospices
can suffer from ‘gate-keeping’ whereby hospice staff may
feel it is in the best interests of their patients not to partici-
pate in research and may be reluctant to co-operate in the
research process. However, discussions between palliative
care practitioners at the Study Day suggested that they are
increasingly confronting the issues raised by research with
dying patients.

It could be argued that palliative care patients should
onlybeexcludedfromresearchfor thesamesortsof reasons
as any other type of patient. Stereotypical assumptions
should not be made about what patients do and do not
want, or how they will be affected by their participation in
research, or indeed by the fact that they are dying.

There are direct therapeutic benefits of research for pal-
liative care patients including better pain and symptom
control, fine tuning of sedation, and better understanding
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of nutrition and hydration at the end of life. There are ben-
efits to be gained from being a participant, which may in-
clude attention, understanding, worth, hope, being altru-
istic and being valued. Research into palliative care might
also contribute to the appropriate expansion of services.

There are, of course, costs to be borne by palliative care
patients involved in research. These could include the tying
up of precious time, distress and the over-medicalisation
of the dying process. Patients involved in palliative care tri-
als may also be excluded from other potentially beneficial
forms of treatment and may have their place of care deter-
mined by their involvement in a trial.

There are also practical problems inherent in conduct-
ing trials with patients close to death. The limited life-span
of research participants means that they may not live long
enough to see the trial through. Additionally, most pallia-
tive care facilities are small, which could have an effect on
the numbers it is possible to recruit into trials. This could
mean that, in some cases, qualitative research may be a
more appropriate tool in the palliative care setting, but it
is important to remember that this is by no means an easy
option.

The issues of competency and consent, as well of ran-
domisation, may be particularly problematical. Consent to
participation in a trial should preferably be sought by a staff
member not primarily involved in the patient’s care. There
is a high level of gratitude from patients towards hospice
staff. Because of this, patients may feel that they should not
refuse to take part in research and consent may therefore
not be ‘freely given’. Those involved in the care of the dying
will need to have consideration for the family as well as for
the patient.

It is important to engage the whole multi-professional
team in defining hospice research priorities. Hospice staff
should be involved in early discussions and planning of
research studies, and in the progress of studies through
ethical approval. They should be encouraged to attend re-
search ethics committee meetings where possible, and be
aware of the commencement of studies and how they are
being asked to become involved.

During the course of all these Advanced Study Days,
some interesting themes emerged that pointed both to the

similarities between vulnerable groups and also helped to
highlight the relevant differences.

Amongst them were the following.
� Researchers and members of research ethics committees

shouldnotbeover-zealous intheprotectionofapparently
vulnerable research participants.

� There is a duty to assess how far any one individual shares
the vulnerability of the group with which they have been
identified.

� It is important to appreciate that vulnerability can arise
through the under-researching of a group’s particu-
lar condition or from not exposing them to the research
process.

� This might be one area where we should question the
prominence given to informed consent and ask whether,
in exceptional circumstances, ethical research can pro-
ceed with other forms of protection.

The more knowledge and understanding that both re-
searchersandmembersof researchethicscommitteeshave
of the difficult issues surrounding research involving peo-
ple in vulnerable groups, the more a healthy balance will be
established between protecting the interests of vulnerable
participants and valuably expanding the research base in
the areas of health care which serve them.
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The ethics of research related to healthcare in
developing countries

Nuffield Council on Bioethics

Introduction

There are many ethical and social issues raised by devel-
opedcountriesundertakingor sponsoringclinical research
in developing countries. These include:
� the extent to which individuals in developing countries
should be invited to take part in research which may
expose them, and the populations from which they are
drawn, to a possible risk of harm, yet offer them little or
no direct benefit;

� the responsibilities of investigators to research partici-
pants and the wider population after research has shown
that an intervention is successful;

� the applicability and relevance of existing guidelines;
� theappropriate standardof care for control and interven-
tion groups in research;

� the appropriate provision of information, and the capac-
ity for voluntary consent;

� effective review, and ongoing monitoring, by research
ethics committees;

� the ability of developing countries to set their own re-
search agendas.

Many people in developing countries suffer from poor
health and reduced life expectancy. Poverty, coupled with
limited scientific, administrative and political develop-
ment often makes it very difficult for developing coun-
tries to improve healthcare. Those who seek to improve
the health status of developing countries do so against this
background, inwhichpoorhealthisareflectionofthelarger

Adapted, with permission, by Sue Eckstein from the Nuffield

Council’s Report on The Ethics of Research Related to Healthcare in

Developing Countries.

The full report is available on: www.nuffieldbioethics.org/

developingcountries

inequality in resources betweendeveloped anddeveloping
countries.Developing countries urgently need research re-
lated tohealthcare that addresses their burdenofdisease. It
follows, therefore, that externally sponsored research that
seeks to bring health benefits, should, with appropriate
safeguards, be encouraged in developing countries. More-
over, there is virtue in research that provides not only di-
rect benefits to participants such as treatments for specific
health needs but also indirect benefits arising from the in-
flux of resources into a local community and the enhance-
ment of expertise in research.

Social and cultural issues

The inequalities in resources between external sponsors
of research into healthcare, and communities and govern-
mental authorities in the developing countries, will often
be so great that there is a real risk of exploitation in the con-
textof externally sponsored research. It is crucial, therefore,
that the duty to alleviate suffering, the duty to show respect
for persons, the duty to be sensitive to cultural differences,
and the duty not to exploit the vulnerable, are respected
when research is planned and that appropriate safeguards
are put in place.
When planning and conducting research, researchers

and their sponsorshave aduty to recognise the importance
ofnationalandlocalculturesandsocial systems,valuesand
beliefs. In addition, external sponsors have anobligation to
educate and trainmembers of the local and national com-
munities in themethods and skills of conducting research.
The need for research projects to be subjected to review as
to their ethical propriety is paramount.
Systems of biomedical care in developed countries are

generally based on common scientific assumptions. There
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are, however, a variety of other systems of diagnosis and
healing, which may vary a great deal across cultures and
countries. This is particularly true of developing countries.
Research into healthcare conducted along scientific lines
inaparticular society, or culture,will be affectedbyexisting
assumptions and practices. In any research in developing
countries, therefore, these need to be addressed. Particular
attention will need to be given to the means of informing
potential participants about the proposed study and the
process of seeking their consent. Thediffering conceptions
of what respect for persons entails inmany societies in the
developingworld and, in somecircumstances, theneed for
the community to discuss issues and reach agreement as
a first step in the approval of a research project, must be
taken into account by researchers.
Research that pays no regard to the development of

local infrastructures, or that fails to make appropriate use
of local systems, skills and practitioners, may fail to max-
imise the benefit of the research to the community. The
possibility and desirability of co-operation between prac-
titioners of traditionalmedicines and scientific researchers
on a particular research project should be considered on a
case-by-case basis.

The framework of guidance

Researchers and sponsors who undertake research related
to healthcare in developing countries are faced with diffi-
cult choices. On the one hand, they need to be sensitive to
the local social andcultural context,whileon theother they
need to ensure that their clinical methods reflect the obli-
gations imposedby the relevant national and international
guidance.
Training in interpreting and applying the guidance is an

important accompaniment to the guidance itself. Unless
guidance is clearly understood by researchers, sponsors
and themembers of the research ethics committees, it will
be of little real value. National and international sponsors
of research, including government agencies and depart-
ments, charitable foundations and pharmaceutical com-
panies should ensure that provision is made for education
and training in the ethics of research of all of those profes-
sionals involved in research related to healthcare so that
the requirements of relevant guidance on ethics are met.
In addition, developing countries should be encouraged to
take account of existing international and national guid-
ance and to create national guidance for its clear and un-
ambiguous application.

Consent

For consent to be genuine, health professionals must do
their best to communicate information accurately and in
an understandable and appropriate way. The information
provided to participants must be relevant, accurate and
sufficient to enable a genuine choice to be made. It must
include such matters as the nature and purpose of the re-
search, the procedures involved and thepotential risks and
benefits.
An awareness of the social and cultural context in which

research is to be conducted is required, so that commu-
nities and individuals can be informed of any aspect of
the research that may cause them particular concern. The
process of obtaining consent also needs to be designed to
provide opportunities for participants to ask questions of
personal interest about the proposed research.
Forconsent tobegenuine, itmustbefreelygiven. Insome

societies it would be considered culturally inappropriate
for researchers to ask individuals to participate in research
without consulting thecommunityor receivingpermission
fromcommunity leaders. Three such situations can be dis-
tinguished: consultation is required with the community
before individuals are approached about research; permis-
sion from a leader(s) of the community is required before
any research is discussed with the community or individ-
uals; the leader of the community is considered to have
the authority to enrol participants in research. In each of
these circumstances, to seek consent from an individual
without seeking assent from leader(s) of the community,
or creating public acceptance of research, may be consid-
ered disrespectful andmay harm relationships within that
community and between a community and researchers.
Although assent from others may be necessary before

research is conducted, it is not sufficient: individual par-
ticipants must receive appropriate information about the
research and be asked to give consent. To ensure that indi-
vidual participants can make up their own minds without
undue communal pressure, anonymity for those whowish
to decline to participate in research should be assured. It
is therefore recommended that, in circumstances where
consent to research is required, genuine consent to par-
ticipate in research must be obtained from each partici-
pant. In some cultural contexts it may be appropriate to
obtain agreement from the community or assent from a
senior family member before a prospective participant is
approached. If a prospective participant does not wish to
take part in research, this must be respected. Researchers
mustnotenrol such individualsandhaveaduty to facilitate
their non-participation.
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Participants in research may have a variety of motiva-
tions for taking part in research. The healthcare that a par-
ticipant would receive as part of a research programme
may amount to a significant inducement to take part. Re-
searchers will need to be aware that, when research is con-
ducted in developing counties, prospective participants
may have little or no alternativemeans of receiving health-
care for a condition, other than through the facilities sup-
ported by the research, and thus the healthcare provided
as part of the research will amount to a significant induce-
ment to participate. In addition, benefits unrelated to the
research protocol, such as financial payments, may be of-
fered to compensate for travel costs or time devoted to the
research.
The dividing line between acceptable and inappropri-

ate inducements is a fine one. The larger an inducement,
the more likely it is to be inappropriate, because it causes
an individual to expose himself or herself to risks or po-
tential harms that he or she would otherwise consider to
be unacceptable. In addition, payments and other benefits
unrelated to the research protocol will act as significantly
greater inducements in developing countries than would
similar amounts in more developed contexts. Dialogue is
needed with sponsors, external and local researchers and
communities to ensure that any inducements to take part
in research are appropriate to the local context, especially
in circumstances where the research exposes participants
to a risk of harm. Decisions about appropriate levels of in-
ducement will need to be justified to local research ethics
committees.
Therearecircumstances inwhich,whilegenuineconsent

to research can be obtained, itmay be inappropriate to ask
participants in research to sign consent forms, no matter
howwell designed. One obvious example is when research
is being conducted in an illiterate population. It is not con-
sistent with the duty of respect for persons to require a
prospectiveparticipant to ‘sign’ awrittenconsent formthat
theyareunable to read. In suchcircumstancesothermeans
of recording genuine consent to participate is required, to
protect participants from being enrolled in research that
they have not consented to. Information sheets and con-
sent formsmust be designed to assist participants tomake
informed choices. The information provided should be ac-
curate, concise, clear, simple, specific to the proposed re-
search and appropriate for the social and cultural context
inwhich it is being given.Where it is inappropriate for con-
sent to be recorded in writing, genuine consent must be
obtained verbally. The process of obtaining consent and
the accompanying documentation must be approved by a
research ethics committee and, where only verbal consent

to research is contemplated, include consideration of an
appropriate process for witnessing the consent.

Standards of care

There has been significant international debate about the
standards of care that should be provided to participants
during externally sponsored research in developing coun-
tries. Much debate has been focused on whether partic-
ipants in the control group of a research trial should be
provided with a universal standard of care, regardless of
where the research is conducted. The different approaches
that have been proposed when deciding the level of care
that should be provided for those in the control group of a
clinical trial can be divided into two broad categories:
� universal: the best treatment available anywhere in the
world, wherever the research is conducted

� non-universal: the treatment available in a defined
region.

Equal respect for participants in research does not neces-
sarily entail that they should receive equal treatment, re-
gardless of where the researchmay be conducted. Instead,
the circumstances in which the researchwill be conducted
must be critically assessed to establish whether or not
the variations in circumstances provide a morally relevant
reason for offering a different standard of care.
In determining the appropriate standard of care to be

provided to participants in the control group of a research
trial, a number of factors should be considered by spon-
sors, researchers, and research ethics committees. These
include:
� the appropriate researchdesign(s) to answer the research
question (in some situations only one research design
may be appropriate to answer the research question, in
others a number of research designs, in which different
standards of care are offered to the control group,may be
possible);

� the seriousness of the disease and the effect of proven
treatments;

� theexistenceofauniversal standardofcare for thedisease
or condition inquestionand thequality of the supporting
evidence;

� the standard(s) of care in the host and sponsoring coun-
try(ies) for the disease being studied;

� the standard(s) of care which can be afforded by the
host and sponsoring country(ies) for the disease being
studied;

� the standard(s) of care which can effectively be delivered
in the host country(ies) during research;
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� the standard(s) of care which can be provided in the host
country(ies) on a sustainable basis.

Taking the above considerations into account, in some cir-
cumstances, it will be clear that a control group in a clinical
trial should receive a universal standard of care, wherever
they live. In contrast, there are situations inwhich it is clear
that, even if therewere anagreeduniversal standardof care
for a disease, it may not be possible for this standard to be
provided to the control group in a research project. This
may be because of practical considerations, for example
because the country in which the research is to be con-
ducted may not have the infrastructure to provide such
treatment, or because research using such a standard of
carewould have little relevance to the country inwhich it is
conducted. A suitable standard of care can only be defined
in consultation with those who work within the country
and must be justified to the relevant research ethics com-
mittees. Wherever appropriate, participants in the control
group should be offered a universal standard of care for the
disease being studied.Where it is not appropriate to offer a
universal standard of care, the minimum standard of care
that should be offered to the control group is the best in-
tervention available for that disease as part of the national
public health system.

Ethical review of research

The requirement that the ethics of research related to
healthcare is subject to review is designed to protect par-
ticipants in research. Each proposal for externally spon-
soredresearch indevelopingcountries shouldreceive three
levels of assessment: relevance to priorities in healthcare
within the country(ies); scientific validity; and ethical ac-
ceptability. While research ethics committees are not con-
stituted to make decisions about whether or not the find-
ings of research canbe implementedwithin a country, they
should, however, determine if the implications of possible
research results have been discussed, including the pos-
sibility of ongoing provision of treatments shown to be
successful. Research ethics committeesmust also be satis-
fied that appropriate scientific reviewof researchhas taken
place.
There are a number of issues which research ethics

committees need to consider when reviewing externally
sponsored research. These include the appropriateness of
procedures for giving information about the research to
prospective participants and communities and recording
consent; the standards of care that should be provided to
participants in research and arrangements that have been
made for post-trial access to interventions.

The mere presence of a research ethics committee in a
country is not enough to ensure that research will be ade-
quately reviewed. Committees may be ineffective for a va-
riety of reasons, including a lack of financial and human
resources, and a lack of training in, and experience of, ethi-
cal review. An effective system for ethical review is a crucial
safeguard for participants in research. Developing coun-
tries may determine that the most appropriate means of
reviewing externally sponsored research is via an indepen-
dent national research ethics committee. In such circum-
stances theestablishment, fundingandproperoperationof
independent national research ethics committees should
be the responsibility of national governments. No research
shouldbeconductedwithout reviewat thenational or local
level.
Regardless of whether the financial support for research

ethics committees comes from government, research in-
stitutions or as a result of levying fees for review, it is cru-
cial that the independence of research ethics committees
be maintained. There is a need for creative approaches
to providing support, especially financial support, for re-
search ethics committees, without compromising their in-
dependence. Sponsors should determine how they can
meet the costs of ethical reviewwithout compromising the
independenceof the researchethicscommitteeandshould
be responsible formeeting the costs of reviewingexternally
sponsored research.
In order to ensure that acceptable ethical standards are

observed inexternally sponsored research, researchshould
be approved through a system of ethical review of research
in both the host and the sponsoring country. As regards the
latter, if a sponsorprovides funding, itmusthave themeans
of ensuring that the funds are being used in a manner that
is ethically acceptable. However, the country in which the
research is tobe conductedmust alsobe satisfiedabout the
ethicalacceptabilityof theresearch. It is recommendedthat
externally sponsored researchprojects shouldbe subject to
independent ethical review in the sponsor’s country(ies) in
addition to the country(ies) in which the research is to be
conducted.

What happens once research is over?

Once an externally sponsored research study is completed
in a developing country, the researchers and their spon-
sors are confronted with a number of issues relating to the
future provision of healthcare benefits to the participants
in the research and to the wider community. Many have
taken the view that to fail to provide treatment which has
been shown to be successful to the participants in research
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is ethically unacceptable. In general, it is the responsibility
of governments and not researchers or sponsors to deter-
minethe levelofhealthcareandtherangeof treatmentsand
medicines that areprovided topopulations. It is recognised
thatsponsorsarerarely inapositiontoagreetoopen-ended
commitments once the research is completed, whether for
the maintenance of facilities for healthcare or for the pro-
vision of interventions, but these are issues that need to be
discussed and agreed by the research ethics committee, to
the extent possible, before the research is initiated.
With regard to the provision of an intervention shown

to be successful once the research is completed, there are
three groups of people to be considered: members of the
controlgroup ina trial, all of theparticipants in theresearch
project, and the wider community in which the research
took place.
It is recommended that the following issues are clearly

considered by researchers, sponsors, national healthcare
authorities, international agencies and research ethics
committeesaspartofanyresearchprotocolbeforeresearch
relating tohealthcare involving the testingofnew interven-
tions is undertaken:
� the need, where appropriate, to monitor possible long-
term deleterious outcomes arising from the research, for
an agreed period of time beyond the completion of the
research

� the possibility of providing participants with the inter-
vention shown to be best (if they are still able to benefit
from it), for an agreed period of time

� the possibility of introducing and maintaining the avail-
ability to the wider community of treatment shown to be
successful.
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Ethical principles formedical research
involving human subjects

Declaration of Helsinki, World Medical Association

Adopted by the 18th WMA General Assembly Helsinki,
Finland, June 1964 and amended by the 29th WMA Gen-
eral Assembly, Tokyo, Japan, October 1975; 35th WMA
General Assembly, Venice, Italy, October 1983; 41st WMA
General Assembly, Hong Kong, September 1989; 48th
WMAGeneral Assembly, SomersetWest, Republic of South
Africa, October 1996 and the 52nd WMA General Assembly,
Edinburgh, Scotland, October 2000

A Introduction

1 The World Medical Association has developed the Dec-
laration of Helsinki as a statement of ethical principles
to provide guidance to physicians and other participants
in medical research involving human subjects. Medical
research involving human subjects includes research on
identifiable human material or identifiable data.

2 It is the duty of the physician to promote and safeguard
the health of the people. The physician’s knowledge and
conscience are dedicated to the fulfillment of this duty.

3 The Declaration of Geneva of the World Medical Associ-
ation binds the physician with the words, “The health of
my patient will be my first consideration,” and the Inter-
national Code of Medical Ethics declares that, “A physi-
cianshall actonly in thepatient’s interestwhenproviding
medical care which might have the effect of weakening
the physical and mental condition of the patient.”

4 Medical progress is based on research which ultimately
must rest in part on experimentation involving human
subjects.

5 In medical research on human subjects, considerations
related to the well-being of the human subject should
take precedence over the interests of science and society.

c© The World Medical Association.

6 The primary purpose of medical research involving
human subjects is to improve prophylactic, diagnostic
and therapeutic procedures and the understanding of
theaetiologyandpathogenesisofdisease.Even thebest
provenprophylactic,diagnostic,andtherapeuticmeth-
odsmust continuously be challenged through research
for their effectiveness, efficiency, accessibility and
quality.

7 In current medical practice and in medical research,
most prophylactic, diagnostic and therapeutic proce-
dures involve risks and burdens.

8 Medical research is subject to ethical standards that
promote respect for all human beings and protect their
health and rights. Some research populations are vul-
nerable and need special protection. The particular
needs of the economically and medically disadvan-
taged must be recognized. Special attention is also re-
quired for those who cannot give or refuse consent for
themselves, for thosewhomaybe subject to giving con-
sent under duress, for those who will not benefit per-
sonally from the research and for those for whom the
research is combined with care.

9 Research Investigators should be aware of the ethical,
legal and regulatory requirements for research on
human subjects in their own countries as well as appli-
cable international requirements. No national ethical,
legal or regulatory requirement should be allowed to
reduce or eliminate any of the protections for human
subjects set forth in this Declaration.

B Basic principles for all medical research

10 It is the duty of the physician in medical research to
protect the life,health,privacy,anddignityof thehuman
subject.

123
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11 Medical research involving human subjects must
conform to generally accepted scientific principles, be
based on a thorough knowledge of the scientific liter-
ature, other relevant sources of information, and on
adequate laboratory and, where appropriate, animal
experimentation.

12 Appropriate caution must be exercised in the conduct
of research which may affect the environment, and the
welfare of animals used for researchmust be respected.

13 The design and performance of each experimental
procedure involving human subjects should be clearly
formulated in an experimental protocol. This protocol
shouldbe submitted for consideration, comment, guid-
ance, and where appropriate, approval to a specially
appointed ethical review committee, whichmust be in-
dependent of the investigator, the sponsor or any other
kind of undue influence. This independent committee
should be in conformity with the laws and regulations
of the country in which the research experiment is per-
formed. The committee has the right to monitor ongo-
ing trials. The researcher has the obligation to provide
monitoring information to the committee, especially
any serious adverse events. The researcher should
also submit to the committee, for review, information
regarding funding, sponsors, institutional affiliations,
other potential conflicts of interest and incentives for
subjects.

14 The research protocol should always contain a state-
ment of the ethical considerations involved and should
indicate that there is compliance with the principles
enunciated in this Declaration.

15 Medical research involving human subjects should be
conducted only by scientifically qualified persons and
under the supervision of a clinically competent med-
ical person. The responsibility for the human subject
must always rest with a medically qualified person and
never rest on the subject of the research, even though
the subject has given consent.

16 Every medical research project involving human sub-
jects should be preceded by careful assessment of pre-
dictable risks and burdens in comparison with foresee-
able benefits to the subject or to others. This does not
preclude theparticipationofhealthyvolunteers inmed-
ical research.Thedesignofall studiesshouldbepublicly
available.

17 Physicians should abstain from engaging in research
projects involving human subjects unless they are con-
fident that the risks involved have been adequately as-
sessed and can be satisfactorily managed. Physicians
should cease any investigation if the risks are found to

outweigh the potential benefits or if there is conclusive
proof of positive and beneficial results.

18 Medical research involvinghuman subjects shouldonly
be conducted if the importance of the objective out-
weighs the inherent risks and burdens to the subject.
This is especially important when the human subjects
are healthy volunteers.

19 Medical research is only justified if there is a reasonable
likelihood that the populations in which the research
is carried out stand to benefit from the results of the
research.

20 The subjects must be volunteers and informed partici-
pants in the research project.

21 Therightof researchsubjects tosafeguardtheir integrity
must always be respected. Every precaution should be
taken to respect theprivacyof the subject, the confiden-
tiality of the patient’s information and to minimize the
impact of the studyon the subject’s physical andmental
integrity and on the personality of the subject.

22 In any research on human beings, each potential sub-
jectmust be adequately informedof the aims,methods,
sources of funding, any possible conflicts of interest, in-
stitutional affiliations of the researcher, the anticipated
benefits and potential risks of the study and the dis-
comfort it may entail. The subject should be informed
of the right to abstain fromparticipation in the study or
to withdraw consent to participate at any time without
reprisal. After ensuring that the subject has understood
the information, the physician should then obtain the
subject’s freely-given informed consent, preferably in
writing. If the consent cannot be obtained in writing,
the non-written consentmust be formally documented
and witnessed.

23 When obtaining informed consent for the research
project the physician should be particularly cautious
if the subject is in a dependent relationship with the
physician or may consent under duress. In that case
the informed consent should be obtained by a well-
informed physician who is not engaged in the inves-
tigation and who is completely independent of this
relationship.

24 For a research subjectwho is legally incompetent, phys-
ically or mentally incapable of giving consent or is a
legally incompetentminor, the investigatormustobtain
informed consent from the legally authorized represen-
tative in accordance with applicable law. These groups
shouldnotbe included in researchunless the research is
necessary to promote the health of the population rep-
resentedand this researchcannot insteadbeperformed
on legally competent persons.
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25 When a subject deemed legally incompetent, such as
a minor child, is able to give assent to decisions about
participation in research, the investigator must obtain
that assent in addition to the consent of the legally
authorized representative.

26 Research on individuals from whom it is not possible
to obtain consent, including proxy or advance consent,
should be done only if the physical/mental condition
thatpreventsobtaining informedconsent is anecessary
characteristic of the research population. The specific
reasons for involving research subjects with a condi-
tion that renders themunable to give informed consent
should be stated in the experimental protocol for con-
sideration and approval of the review committee. The
protocol should state that consent to remain in the re-
search should be obtained as soon as possible from the
individual or a legally authorized surrogate.

27 Both authors and publishers have ethical obligations.
In publication of the results of research, the inves-
tigators are obliged to preserve the accuracy of the
results. Negative as well as positive results should be
published or otherwise publicly available. Sources of
funding, institutional affiliations and any possible con-
flicts of interest should be declared in the publication.
Reports of experimentation not in accordance with the
principles laid down in this Declaration should not be
accepted for publication.

C Additional principles for medical research combined
with medical care

28 The physician may combine medical research with
medical care, only to the extent that the research is jus-
tified by its potential prophylactic, diagnostic or thera-
peutic value. When medical research is combined with
medical care, additional standards apply to protect the
patients who are research subjects.

29 The benefits, risks, burdens and effectiveness of a new
method should be tested against those of the best cur-
rentprophylactic,diagnostic,andtherapeuticmethods.
This does not exclude the use of placebo, or no treat-
ment, in studies where no proven prophylactic, diag-
nostic or therapeutic method exists.

30 At the conclusion of the study, every patient entered
into the study should be assured of access to the
best proven prophylactic, diagnostic and therapeutic
methods identified by the study.

31 The physician should fully inform the patient which as-
pects of the care are related to the research. The refusal
of apatient toparticipate ina studymustnever interfere
with the patient-physician relationship.

32 In the treatment of a patient, where proven prophy-
lactic, diagnostic and therapeutic methods do not
exist or have been ineffective, the physician, with in-
formed consent from the patient, must be free to use
unproven or new prophylactic, diagnostic and thera-
peuticmeasures, if in thephysician’s judgement it offers
hope of saving life, re-establishing health or alleviat-
ing suffering.Wherepossible, thesemeasures shouldbe
made the object of research, designed to evaluate their
safety and efficacy. In all cases, new information should
be recorded and, where appropriate, published. The
other relevant guidelines of this Declaration should be
followed.

The World Medical Association, Inc

Note of clarification on paragraph 29 of the WMA Decla-
ration of Helsinki

The WMA is concerned that paragraph 29 of the revised
DeclarationofHelsinki (October2000)has led todiverse in-
terpretationsandpossible confusion. It hereby reaffirms its
position that extreme care must be taken in making use of
a placebo-controlled trial and that in general this method-
ology should only beused in the absence of existing proven
therapy. However, a placebo-controlled trial may be ethi-
cally acceptable, even if proven therapy is available, under
the following circumstances:
� Where for compelling and scientifically sound method-
ological reasons its use is necessary to determine the effi-
cacy or safety of a prophylactic, diagnostic or therapeutic
method; or

� Where a prophylactic, diagnostic or therapeutic method
is being investigated for a minor condition and the pa-
tients who receive placebo will not be subject to any ad-
ditional risk of serious or irreversible harm.

All other provisions of the Declaration of Helsinki must be
adhered to, especially the need for appropriate ethical and
scientific review.

AsapprovedbytheWMACouncilon7October2001at its160th Session

in Ferney-Voltaire, France.

Reproduced by kind permission of the World Medical

Association
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Summary

On July 12, 1974, the National Research Act (Public Law
93348) was signed into law, thereby creating the National
Commission for the Protection of Human Subjects of
Biomedical andBehavioral Research. One of the charges to
theCommissionwas to identify the basic ethical principles
that shouldunderlie the conduct of biomedical andbehav-
ioral research involving human subjects, and to develop
guidelines, which should be followed to assure that such
research is conducted in accordancewith those principles.

c© National Commission for the Protection of Human Subjects of

Biomedical and Behavioral Research.

In carrying out the above, the Commission was directed to
consider: (i) the boundaries between biomedical and be-
havioral research and the accepted and routine practice of
medicine, (ii) the role of assessment of risk-benefit criteria
in the determination of the appropriateness of research
involving human subjects, (iii) appropriate guidelines for
the selection of human subjects for participation in such
research, and (iv) the nature and definition of informed
consent in various research settings.
The Belmont Report attempts to summarize the basic

ethical principles identified by the Commission in the
courseof itsdeliberations. It is theoutgrowthofanintensive
four-day period of discussions that were held in February
1976 at the Smithsonian Institution’s Belmont Conference
Center, supplemented by the monthly deliberations of the
Commission that were held over a period of nearly four
years. It is a statementof basic ethical principles andguide-
lines that should assist in resolving the ethical problems
thatsurroundtheconductofresearchwithhumansubjects.
By publishing the Report in the Federal Register, and

providing reprints upon request, the Secretary intends that
it may be made readily available to scientists, members
of institutional review boards, and Federal employees. The
two-volume Appendix, containing the lengthy reports of
experts and specialists, who assisted the Commission in
fulfilling this part of its charge, is available as DHEWPubli-
cationNo. (OS) 780013 andNo. (OS) 78-0014, for sale by the
Superintendent of Documents, U.S. Government Printing
Office, Washington, D.C. 20402.
Unlike most other reports of the Commission, the

Belmont Report does not make specific recommendations
for administrative actionby theSecretaryofHealth, Educa-
tion, and Welfare. Rather, the Commission recommended
that theBelmont Report beadoptedinitsentirety,asastate-
ment of theDepartment’s policy. TheDepartment requests
public comment on this recommendation.

126
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The Belmont Report

Scientific research has produced substantial social ben-
efits. It has also posed some troubling ethical questions.
Public attention was drawn to these questions by reported
abuses of human subjects in biomedical experiments,
especially during the Second World War. During the
Nuremberg War Crime Trials, the Nuremberg Code was
drafted as a set of standards for judging physicians and
scientists who had conducted biomedical experiments
on concentration camp prisoners. This Code became the
prototype of many later codes intended to assure that
research involving human subjects would be carried out
in an ethical manner.
The codes consist of rules, some general, others specific,

that guide the investigators or the reviewers of research in
their work. Such rules often are inadequate to cover com-
plex situations; at times they come into conflict, and they
are frequently difficult to interpret or apply. Broader ethical
principles will provide a basis on which specific rules may
be formulated, criticized and interpreted.
Three principles, or general prescriptive judgments,

that are relevant to research involving human subjects are
identified in this statement. Other principles may also be

relevant. These three are comprehensive, however, and
are stated at a level of generalization that should assist
scientists, subjects, reviewers and interested citizens to
understand the ethical issues inherent in research involv-
ing human subjects. These principles cannot always be
applied, so as to resolve beyond dispute particular ethical
problems. The objective is to provide an analytical frame-
work that will guide the resolution of ethical problems
arising from research involving human subjects.
This statement consists of a distinction between re-

search and practice, a discussion of the three basic ethical
principles, and remarks about the application of these
principles.

A Boundaries between practice and research

It is important to distinguish between biomedical and
behavioral research, on the one hand, and the practice of
accepted therapy on the other, in order to know what acti-
vities ought to undergo review for the protection of human
subjects of research. The distinction between research
and practice is blurred, partly because both often occur
together (as in research designed to evaluate a therapy),
and partly because notable departures from standard
practice are often called “experimental”, when the terms
“experimental” and “research” are not carefully defined.
For the most part, the term “practice” refers to interven-

tions that are designed solely to enhance the well-being
of an individual patient or client and that have a reason-
able expectation of success. The purpose of medical or
behavioral practice is to provide diagnosis, preventive
treatment or therapy to particular individuals.By contrast,
the term “research” designates an activity designed to test
anhypothesis,permitconclusionstobedrawn,andthereby
to develop or contribute to generalizable knowledge
(expressed, for example, in theories, principles, and state-
ments of relationships). Research is usually described in
a formal protocol that sets forth an objective and a set of
procedures designed to reach that objective.
When a clinician departs in a significant way from stan-

dard or accepted practice, the innovation does not, in and
of itself, constitute research. The fact that a procedure is
“experimental” in the sense of new, untested or different,
does not automatically place it in the category of research.
Radically new procedures of this description should, how-
ever, be made the object of formal research at an early
stage, inorder todeterminewhether theyaresafeandeffec-
tive. Thus, it is the responsibility of medical practice com-
mittees, for example, to insist that a major innovation be
incorporated into a formal research project.
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Research and practicemay be carried on together, when
research is designed to evaluate the safety and efficacy of
a therapy. This need not cause any confusion regarding
whether or not the activity requires review; the general rule
is, that if there is any element of research in an activity, that
activity shouldundergo review for theprotectionof human
subjects.

B Basic ethical principles

The expression “basic ethical principles” refers to those
general judgments that serve as a basic justification for
the many particular ethical prescriptions and evaluations
of human actions. Three basic principles, among those
generally accepted in our cultural tradition, are particu-
larly relevant to the ethics of research involving human
subjects: the principles of respect for persons, beneficence
and justice.

1 Respect for persons

Respect for persons incorporates at least two ethical con-
victions: first, that individuals should be treated as auto-
nomous agents, and second, that persons with diminished
autonomy are entitled to protection. The principle of re-
spect for persons thus divides into two separate moral
requirements: the requirement to acknowledge autonomy,
and the requirement to protect those with diminished
autonomy.
An autonomous person is an individual capable of de-

liberation about personal goals, and of acting under the di-
rection of suchdeliberation. To respect autonomy is to give
weight to autonomous persons’ considered opinions and
choices,whilerefrainingfromobstructingtheiractions,un-
lesstheyareclearlydetrimental toothers.Toshowlackofre-
spect for an autonomous agent is to repudiate that person’s
considered judgments, to deny an individual the freedom
to act on those considered judgments, or towithhold infor-
mation necessary to make a considered judgment, when
there are no compelling reasons to do so.
However, not every human being is capable of self-

determination. The capacity for self-determination ma-
tures during an individual’s life, and some individuals lose
this capacity wholly or in part, because of illness, mental
disability, or circumstances that severely restrict liberty.
Respect for the immature and the incapacitated may re-
quire protecting them as they mature or while they are
incapacitated.
Somepersonsare inneedofextensiveprotection,even to

thepointofexcludingthemfromactivitieswhichmayharm

them; other persons require little protection beyond mak-
ing sure theyundertakeactivities freely andwithawareness
of possible adverse consequences. The extent of protection
affordedshoulddependuponthe riskofharm,and the like-
lihood of benefit. The judgment that any individual lacks
autonomyshouldbeperiodically reevaluated, andwill vary
in different situations.
In most cases of research involving human subjects,

respect forpersonsdemands that subjects enter into the re-
search voluntarily andwith adequate information. In some
situations, however, application of the principle is not ob-
vious. The involvement of prisoners as subjects of research
provides an instructive example.On the onehand, it would
seem that the principle of respect for persons requires that
prisoners not be deprived of the opportunity to volunteer
for research. On the other hand, under prison conditions
theymaybe subtly coerced or unduly influenced to engage
in research activities, for which they would not otherwise
volunteer. Respect forpersonswould thendictate thatpris-
oners be protected. Whether to allow prisoners to “volun-
teer” or to “protect” them presents a dilemma. Respecting
persons, in most hard cases, is often a matter of balancing
competing claims urged by the principle of respect itself.

2 Beneficence

Persons are treated in an ethical manner, not only by re-
specting their decisions and protecting them from harm,
but also by making efforts to secure their well-being. Such
treatmentfallsundertheprincipleofbeneficence.Theterm
“beneficence” is oftenunderstood to cover acts of kindness
or charity that go beyond strict obligation. In this docu-
ment, beneficence is understood in a stronger sense, as
an obligation. Two general rules have been formulated as
complementary expressions of beneficent actions in this
sense: (1) do not harm; and (2)maximize possible benefits,
and minimize possible harms.
The Hippocratic maxim “do no harm” has long been a

fundamental principle of medical ethics. Claude Bernard
extended it to the realmof research, saying that one should
not injure one person, regardless of the benefits thatmight
come to others. However, even avoiding harm requires
learning what is harmful; and, in the process of obtaining
this information, persons may be exposed to risk of harm.
Further, theHippocratic Oath requires physicians to bene-
fit their patients “according to their best judgment”. Learn-
ing what will in fact benefit may require exposing persons
to risk. The problem posed by these imperatives is to de-
cidewhen it is justifiable toseekcertainbenefitsdespite the
risks involved, and when the benefits should be foregone
because of the risks.
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The obligations of beneficence affect both individual in-
vestigators and society at large, because they extend both
to particular research projects and to the entire enterprise
of research. In the case of particular projects, investigators
and members of their institutions are obliged to give fore-
thought to themaximization of benefits and the reduction
of risk that might occur from the research investigation.
In the case of scientific research in general, members of
the larger society are obliged to recognize the longer term
benefits and risks that may result from the improvement
of knowledge, and from the development of novelmedical,
psychotherapeutic, and social procedures.
The principle of beneficence often occupies a well-

defined, justifying role in many areas of research involv-
ing human subjects. An example is found in research in-
volving children. Effective ways of treating childhood dis-
eases and fostering healthy development are benefits that
serve to justify research involving children – even when
individual research subjects are not direct beneficiaries.
Research also makes it possible to avoid the harm that
may result fromtheapplicationofpreviouslyaccepted rou-
tine practices that, on closer investigation, turn out to be
dangerous. But the role of the principle of beneficence is
not always so unambiguous. A difficult ethical problem re-
mains, forexample,about research thatpresentsmore than
minimal risk, without immediate prospect of direct bene-
fit to the children involved. Some have argued that such
research is inadmissible, while others have pointed out,
that this limit would rule out much research promising
great benefit to children in the future. Here again, as with
all hard cases, the different claims covered by the principle
of beneficence may come into conflict and force difficult
choices.

3 Justice

Who ought to receive the benefits of research and bear
its burdens? This is a question of justice, in the sense of
“fairness in distribution” or “what is deserved”. An injustice
occurs, when some benefit to which a person is entitled is
denied without good reason, or when some burden is im-
posed unduly. Another way of conceiving the principle of
justice is that, equals ought to be treated equally. However,
this statement requires explication. Who is equal and who
is unequal? What considerations justify departure from
equaldistribution?Almostall commentatorsallowthatdis-
tinctions based on experience, age, deprivation, compe-
tence, merit and position do sometimes constitute criteria
justifying differential treatment for certain purposes. It is
necessary, then, to explain in what respects people should
be treated equally. There are several widely accepted

formulations of just ways to distribute burdens and ben-
efits. Each formulation mentions some relevant property,
on the basis of which burdens and benefits should be dis-
tributed.Theseformulationsare(1) toeachpersonanequal
share, (2) to each person according to individual need, (3)
to each person according to individual effort, (4) to each
person according to societal contribution, and (5) to each
person according to merit.
Questionsof justicehavelongbeenassociatedwithsocial

practices, such as punishment, taxation and political rep-
resentation. Until recently, these questions have not gen-
erally been associated with scientific research. However,
they are foreshadowed, even in the earliest reflections on
the ethics of research involving human subjects. For exam-
ple,during the19thandearly20thcenturies, theburdensof
serving as research subjects fell largely uponpoorward pa-
tients, while the benefits of improved medical care flowed
primarily to private patients. Subsequently, the exploita-
tion of unwilling prisoners as research subjects in Nazi
concentration camps was condemned as a particularly
flagrant injustice. In thiscountry, in the1940’s, theTuskegee
syphilis studyuseddisadvantaged, ruralblackmentostudy
the untreated course of a disease that is by no means con-
fined to that population. These subjects were deprived of
demonstrably effective treatment in order not to interrupt
the project, long after such treatment became generally
available.
Against this historical background, it can be seen how

conceptions of justice are relevant to research involving
humansubjects.Forexample, theselectionofresearchsub-
jects needs to be scrutinized in order to determinewhether
some classes (e.g., welfare patients, particular racial and
ethnic minorities, or persons confined to institutions) are
being systematically selected, simply because of their easy
availability, their compromised position, or their manipu-
lability, rather than for reasons directly related to the prob-
lembeingstudied.Finally,whenever researchsupportedby
public funds leads to the development of therapeutic de-
vices and procedures, justice demands both that these do
not provide advantages only to thosewho can afford them,
and that such research should not unduly involve persons
from groups unlikely to be among the beneficiaries of sub-
sequent applications of the research.

C Applications

Applications of the general principles to the conduct of
research leads to consideration of the following require-
ments: informedconsent, risk/benefit assessment, and the
selection of subjects of research.
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1 Informed consent

Respect for persons requires that subjects, to the degree
that they are capable, be given the opportunity to choose
what shall or shall not happen to them. This opportunity is
provided, when adequate standards for informed consent
are satisfied.
While the importance of informed consent is unques-

tioned, controversy prevails over the nature and possibility
of an informed consent. Nonetheless, there is widespread
agreementthat theconsentprocesscanbeanalyzedascon-
taining three elements: information, comprehension and
voluntariness.

Information
Most codes of research establish specific items for disclo-
sure, intended to assure that subjects are given sufficient
information. These items generally include: the research
procedure, their purposes, risks and anticipated benefits,
alternative procedures (where therapy is involved), and a
statement offering the subject the opportunity to ask ques-
tions and to withdraw at any time from the research. Addi-
tional items have been proposed, including how subjects
are selected, the person responsible for the research, etc.
However, a simple listing of items does not answer the

question of what the standard should be for judging how
much and what sort of information should be provided.
One standard frequently invoked in medical practice,
namely the informationcommonlyprovidedbypractition-
ers in the field or in the locale, is inadequate, since research
takes place precisely when a common understanding does
not exist. Another standard, currently popular in malprac-
tice law, requires the practitioner to reveal the informa-
tion that reasonable persons would wish to know in order
to make a decision regarding their care. This, too, seems
insufficient, since the research subject, being in essence
a volunteer, may wish to know considerably more about
risks gratuitously undertaken than do patients who deliver
themselves into the hand of a clinician for needed care.
It may be, that a standard of “the reasonable volunteer”
should be proposed: the extent and nature of information
should be such that persons, knowing that the procedure
is neither necessary for their care nor perhaps fully under-
stood, can decide whether they wish to participate in the
furthering of knowledge. Evenwhen some direct benefit to
them is anticipated, the subjects shouldunderstandclearly
the range of risk, and the voluntary nature of participation.
A special problem of consent arises, where informing

subjects of some pertinent aspect of the research is likely
to impair the validity of the research. In many cases, it is
sufficient to indicate to subjects that they are being invited

to participate in research, of which some features will not
be revealed until the research is concluded. In all cases of
research involving incomplete disclosure, such research is
justified, only if it is clear that (1) incomplete disclosure
is truly necessary to accomplish the goals of the research,
(2) there are no undisclosed risks to subjects that are more
thanminimal, and (3) there is anadequateplan for debrief-
ing subjects, when appropriate, and for dissemination of
research results to them. Information about risks should
never be withheld for the purpose of eliciting the cooper-
ation of subjects, and truthful answers should always be
given to direct questions about the research. Care should
be taken to distinguish cases, in which disclosure would
destroy or invalidate the research, from cases in which dis-
closure would simply inconvenience the investigator.

Comprehension
The manner and context, in which information is con-
veyed isas importantas the information itself. Forexample,
presenting information in a disorganized and rapid fash-
ion, allowing too little time for consideration, or curtailing
opportunities for questioning, all may adversely affect a
subject’s ability to make an informed choice.
Because the subject’s ability to understand is a function

of intelligence, rationality,maturity and language, it is nec-
essary to adapt the presentation of the information to the
subject’s capacities. Investigators are responsible for ascer-
taining that the subject has comprehended the informa-
tion. While there is always an obligation to ascertain that
the information about risk to subjects is complete and ad-
equately comprehended, when the risks are more serious,
that obligation increases. On occasion, it may be suitable
to give some oral or written tests of comprehension.
Special provision may need to be made, when compre-

hension is severely limited – for example, by conditions of
immaturity or mental disability. Each class of subjects that
onemightconsideras incompetent (e.g., infantsandyoung
children,mentally disabled patients, the terminally ill, and
the comatose) shouldbe consideredon its own terms. Even
for thesepersons,however, respectrequiresgivingthemthe
opportunity to choose, to the extent they are able, whether
or not to participate in research. The objections of these
subjects to involvement should be honored, unless the re-
search entails providing them a therapy unavailable else-
where. Respect for persons also requires seeking the per-
missionofotherparties inordertoprotect thesubjects from
harm. Such persons are thus respected, both by acknowl-
edging their own wishes, and by the use of third parties to
protect them from harm.
The third parties chosen should be those, who are most

likely to understand the incompetent subject’s situation,
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and to act in that person’s best interest. The person au-
thorized to act on behalf of the subject should be given an
opportunity toobserve the research, as itproceeds, inorder
tobeable towithdraw the subject fromthe research, if such
action appears in the subject’s best interest.

Voluntariness
An agreement to participate in research constitutes a valid
consent, only if voluntarily given.This elementof informed
consent requires conditions free of coercion and undue in-
fluence. Coercion occurs when an overt threat of harm is
intentionally presented by one person to another, in order
toobtaincompliance.Undue influence,bycontrast, occurs
through an offer of an excessive, unwarranted, inappropri-
ate or improper reward or other overture, in order to ob-
tain compliance. Also, inducements that would ordinarily
be acceptablemaybecomeundue influences, if the subject
is especially vulnerable.
Unjustifiable pressures usually occur, when persons in

positions of authority or commanding influence – espe-
ciallywhere possible sanctions are involved – urge a course
ofaction forasubject.Acontinuumofsuch influencing fac-
tors exists, however, and it is impossible to state precisely,
where justifiable persuasion ends and undue influence
begins. But undue influence would include actions, such
as manipulating a person’s choice through the controlling
influence of a close relative, and threatening to withdraw
health services to which an individual would otherwise be
entitled.

2 Assessment of risks and benefits

The assessment of risks and benefits requires a careful
arrayal of relevant data, including, in some cases, alterna-
tive ways of obtaining the benefits sought in the research.
Thus, the assessment presents both an opportunity and
a responsibility to gather systematic and comprehensive
information about proposed research. For the investigator,
it is a means to examine whether the proposed research is
properly designed. For a review committee, it is a method
for determining whether the risks that will be presented
to subjects are justified. For prospective subjects, the as-
sessment will assist the determination whether or not to
participate.

The nature and scope of risks and benefits
The requirement that research be justified on the basis of
a favorable risk/benefit assessment, bears a close relation
to the principle of beneficence, just as the moral require-
ment that informedconsentbeobtained is derivedprimar-
ily from the principle of respect for persons.

The term “risk” refers to a possibility that harm may
occur. However, when expressions such as “small risk” or
“high risk” are used, they usually refer (often ambiguously)
both to the chance (probability) of experiencing a harm,
and the severity (magnitude) of the envisioned harm.
The term“benefit” is used in the research context to refer

to something of positive value related to health or welfare.
Unlike “risk”, “benefit” is not a term that expresses proba-
bilities. Risk is properly contrasted to probability of bene-
fits, andbenefits are properly contrastedwith harms rather
than risks of harm. Accordingly, so-called risk/benefit as-
sessments are concerned with the probabilities and mag-
nitudes of possible harms, and anticipated benefits. Many
kinds of possible harms and benefits need to be taken
into account. There are, for example, risks of psycholog-
ical harm, physical harm, legal harm, social harm and eco-
nomic harm, and the corresponding benefits. While the
most likely types of harms to research subjects are those
of psychological or physical pain or injury, other possible
kinds should not be overlooked.
Risks and benefits of research may affect the individual

subjects, the families of the individual subjects, and society
at large (or special groups of subjects in society). Previous
codes and Federal regulations have required that risks to
subjects be outweighed by the sum of both the anticipated
benefit to the subject, if any, and the anticipated benefit to
society in the form of knowledge to be gained from the re-
search. In balancing these different elements, the risks and
benefits affecting the immediate research subject will nor-
mally carry special weight. On the other hand, interests,
other than those of the subject, may on some occasions
be sufficient by themselves to justify the risks involved in
the research, so long as the subjects’ rights have been pro-
tected. Beneficence thus requires that we protect against
risk of harm to subjects, and also that we be concerned
about the loss of the substantial benefits that might be
gained from research.

The systematic assessment of risks and benefits
It is commonly said that benefits and risks must be
“balanced”, and shown to be “in a favorable ratio”. The
metaphorical character of these terms draws attention to
the difficulty of making precise judgments. Only on rare
occasions will quantitative techniques be available for the
scrutinyof researchprotocols.However, the ideaof system-
atic, nonarbitrary analysis of risks and benefits should be
emulated insofaraspossible.This ideal requires thosemak-
ing decisions about the justifiability of research to be thor-
ough in the accumulation and assessment of information
about all aspects of the research, and to consider alterna-
tivessystematically.Thisprocedurerenders theassessment
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of research more rigorous and precise, while making com-
municationbetweenreviewboardmembersand investiga-
tors less subject to misinterpretation, misinformation and
conflicting judgments. Thus, there should first be a deter-
mination of the validity of the presuppositions of the re-
search; then the nature, probability and magnitude of risk
should be distinguished, with as much clarity as possible.
The method of ascertaining risks should be explicit, espe-
cially where there is no alternative to the use of such vague
categories as small or slight risk. It should also be deter-
mined whether an investigator’s estimates of the probabil-
ity of harm or benefits are reasonable, as judged by known
facts or other available studies.
Finally, assessmentof the justifiability of research should

reflect at least the following considerations: (i) Brutal or
inhumane treatment of human subjects is never morally
justified. (ii) Risks should be reduced to those necessary
to achieve the research objective. It should be determined
whether it is in fact necessary to use human subjects at
all. Risk can perhaps never be entirely eliminated, but it
can often be reduced by careful attention to alternative
procedures. (iii) When research involves significant risk of
serious impairment, review committees should be extraor-
dinarily insistent on the justification of the risk (looking
usually to the likelihood of benefit to the subject – or,
in some rare cases, to the manifest voluntariness of the
participation). (iv) When vulnerable populations are in-
volved in research, the appropriateness of involving them
should itself be demonstrated. A number of variables go
into such judgments, including the nature and degree of
risk, the condition of the particular population involved,
and the nature and level of the anticipated benefits. (v)
Relevant risks and benefits must be thoroughly arrayed in
documents and procedures used in the informed consent
process.

3 Selection of subjects

Just as the principle of respect for persons finds expression
in the requirements for consent, and theprincipleofbenef-
icence in risk/benefit assessment, the principle of justice
gives rise to moral requirements that there be fair proce-
dures and outcomes in the selection of research subjects.
Justice is relevant to the selection of subjects of research

attwolevels: thesocialandtheindividual. Individual justice
in the selection of subjects would require that researchers
exhibit fairness: thus, they shouldnotofferpotentiallyben-
eficial research only to some patients, who are in their fa-
vor, or select only “undesirable” persons for risky research.

Social justice requires that distinction be drawn between
classes of subjects that ought, and ought not, to participate
in any particular kind of research, based on the ability of
members of that class to bear burdens, and on the appro-
priateness of placing further burdens on already burdened
persons. Thus, it can be considered a matter of social jus-
tice, that there is an order of preference in the selection of
classes of subjects (e.g., adults before children), and that
some classes of potential subjects (e.g., the institutional-
ized mentally infirm or prisoners) may be involved as re-
search subjects, if at all, only on certain conditions.
Injustice may appear in the selection of subjects, even

if individual subjects are selected fairly by investigators,
and treated fairly in the course of research. Thus, injustice
arises from social, racial, sexual and cultural biases insti-
tutionalized in society. Thus, even if individual researchers
are treating their research subjects fairly, and even if insti-
tutional review boards are taking care to assure that sub-
jects are selected fairly within a particular institution, un-
just social patterns may nevertheless appear in the overall
distribution of the burdens and benefits of research. Al-
though individual institutions or investigators may not be
able to resolve a problem that is pervasive in their social
setting, they can consider distributive justice in selecting
research subjects.
Some populations, especially institutionalized ones, are

alreadyburdened inmanywaysby their infirmities anden-
vironments. When research is proposed that involves risks
and does not include a therapeutic component, other less
burdened classes of persons should be called upon first to
accept these risks of research, except where the research
is directly related to the specific conditions of the class in-
volved. Also, even though public funds for research may
often flow in the same directions as public funds for health
care, it seems unfair that populations dependent on public
health care constitute a pool of preferred research subjects,
if more advantaged populations are likely to be the recipi-
ents of the benefits.
Onespecial instanceof injustice results fromthe involve-

ment of vulnerable subjects. Certain groups, such as racial
minorities, the economically disadvantaged, the very sick,
and the institutionalized, may continually be sought as re-
search subjects, owing to their ready availability in settings,
where research is conducted. Given their dependent status
and their frequently compromised capacity for free con-
sent, they should be protected against the danger of being
involved in research solely for administrative convenience,
or because they are easy to manipulate as a result of their
illness or socioeconomic condition.
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Guideline for good clinical practice

Introduction

Good Clinical Practice (GCP) is an international ethical
and scientific quality standard for designing, conducting,
recording and reporting trials that involve the participation
ofhumansubjects.Compliancewith this standardprovides
public assurance that the rights, safety and well-being of
trial subjects are protected, consistent with the principles
that have their origin in the Declaration of Helsinki, and
that the clinical trial data are credible.

The objective of this ICH GCP Guideline is to pro-
vide a unified standard for the European Union (EU),
Japan and the United States to facilitate the mutual accep-
tance of clinical data by the regulatory authorities in these
jurisdictions.

The guideline was developed with consideration of the
current good clinical practices of the European Union,
Japan, and the United States, as well as those of Australia,
Canada, the Nordic countries and the World Health Orga-
nization (WHO).

This guideline should be followed when generating clini-
cal trial data that are intended to be submitted to regulatory
authorities.

The principles established in this guideline may also be
applied to other clinical investigations that may have an
impact on the safety and well-being of human subjects.

1 Glossary

1.1 Adverse Drug Reaction (ADR)

In the pre-approval clinical experience with a new medic-
inal product or its new usages, particularly as the ther-
apeutic dose(s) may not be established: all noxious and
unintended responses to a medicinal product related to
any dose should be considered adverse drug reactions.
The phrase responses to a medicinal product means that
a causal relationship between a medicinal product and an
adverse event is at least a reasonable possibility, i.e. the
relationship cannot be ruled out.

Regarding marketed medicinal products: a response to
a drug which is noxious and unintended and which occurs
at doses normally used in man for prophylaxis, diagnosis,
or therapy of diseases or for modification of physiological
function (see the ICH Guideline for Clinical Safety Data
Management: Definitions and Standards for Expedited
Reporting).

1.2 Adverse event (AE)

Any untoward medical occurrence in a patient or clinical
investigation subject administered a pharmaceutical
product and which does not necessarily have a causal
relationship with this treatment. An adverse event (AE)
can therefore be any unfavourable and unintended sign
(including an abnormal laboratory finding), symptom, or
disease temporally associated with the use of a medicinal
(investigational) product, whether or not related to the
medicinal (investigational) product (see the ICH Guideline
for Clinical Safety Data Management: Definitions and
Standards for Expedited Reporting).

1.3 Amendment (to the protocol)

See Protocol Amendment.

1.4 Applicable regulatory requirement(s)

Any law(s)andregulation(s)addressing theconductofclin-
ical trials of investigational products.

1.5 Approval (in relation to institutional review
boards)

The affirmative decision of the IRB that the clinical trial has
been reviewed and may be conducted at the institution site
within the constraints set forth by the IRB, the institution,
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Good Clinical Practice (GCP), and the applicable regulatory
requirements.

1.6 Audit

A systematic and independent examination of trial related
activities and documents to determine whether the eval-
uated trial related activities were conducted, and the data
were recorded,analyzedandaccurately reportedaccording
to the protocol, sponsor’s standard operating procedures
(SOPs), Good Clinical Practice (GCP), and the applicable
regulatory requirement(s).

1.7 Audit certificate

A declaration of confirmation by the auditor that an audit
has taken place.

1.8 Audit report

A written evaluation by the sponsor’s auditor of the results
of the audit.

1.9 Audit trail

Documentation that allows reconstruction of the course of
events.

1.10 Blinding/masking

A procedure in which one or more parties to the trial
are kept unaware of the treatment assignment(s). Single-
blinding usually refers to the subject(s) being unaware, and
double-blinding usually refers to the subject(s), investiga-
tor(s), monitor, and, in some cases, data analyst(s) being
unaware of the treatment assignment(s).

1.11 Case report form (CRF)

A printed, optical, or electronic document designed to
record all of the protocol required information to be re-
ported to the sponsor on each trial subject.

1.12 Clinical trial/study

Any investigation in human subjects intended to discover
or verify the clinical, pharmacological and/or other phar-
macodynamic effects of an investigational product(s),
and/or to identify any adverse reactions to an investiga-
tional product(s), and/or to study absorption, distribution,

metabolism, and excretion of an investigational prod-
uct(s) with the object of ascertaining its safety and/or
efficacy. The terms clinical trial and clinical study are
synonymous.

1.13 Clinical trial/study report

A written description of a trial/study of any therapeutic,
prophylactic,ordiagnosticagentconducted inhumansub-
jects, in which the clinical and statistical description, pre-
sentations, and analyses are fully integrated into a single
report (see the ICH Guideline for Structure and Content of
Clinical Study Reports).

1.14 Comparator (product)

Aninvestigationalormarketedproduct(i.e.,activecontrol),
or placebo, used as a reference in a clinical trial.

1.15 Compliance (in relation to trials)

Adherence to all the trial-related requirements, Good Clin-
ical Practice (GCP) requirements, and the applicable regu-
latory requirements.

1.16 Confidentiality

Prevention of disclosure, to other than authorized individ-
uals, of a sponsor’s proprietary information or of a subject’s
identity.

1.17 Contract

A written, dated, and signed agreement between two or
more involved parties that sets out any arrangements on
delegation and distribution of tasks and obligations and, if
appropriate, on financial matters. The protocol may serve
as the basis of a contract.

1.18 Coordinating committee

A committee that a sponsor may organize to coordinate the
conduct of a multicentre trial.

1.19 Coordinating investigator

An investigator assigned the responsibility for the coordi-
nation of investigators at different centres participating in
a multicentre trial.
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1.20 Contract research organization (CRO)

A person or an organization (commercial, academic, or
other) contracted by the sponsor to perform one or more
of a sponsor’s trial-related duties and functions.

1.21 Direct access

Permission to examine, analyze, verify, and reproduce any
records and reports that are important to evaluation of a
clinical trial. Any party (e.g., domestic and foreign regu-
latory authorities, sponsor’s monitors and auditors) with
direct access should take all reasonable precautions within
the constraints of the applicable regulatory requirement(s)
to maintain the confidentiality of subjects’ identities and
sponsor’s proprietary information.

1.22 Documentation

All records, in any form (including, but not limited to, writ-
ten, electronic, magnetic, and optical records, and scans,
x-rays, and electrocardiograms) that describe or record the
methods, conduct, and/or results of a trial, the factors af-
fecting a trial, and the actions taken.

1.23 Essential documents

Documents which individually and collectively permit
evaluation of the conduct of a study and the quality of the
data produced (see 8. Essential Documents for the Conduct
of a Clinical Trial).

1.24 Good clinical practice (GCP)

A standard for the design, conduct, performance, monitor-
ing, auditing, recording, analyses, and reporting of clin-
ical trials that provides assurance that the data and re-
ported results are credible and accurate, and that the
rights, integrity, and confidentiality of trial subjects are
protected.

1.25 Independent data-monitoring committee (IDMC)
(data and safety monitoring board, monitoring
committee, data monitoring committee)

An independent data-monitoring committee that may
be established by the sponsor to assess at intervals the
progress of a clinical trial, the safety data, and the criti-
cal efficacy endpoints, and to recommend to the sponsor
whether to continue, modify, or stop a trial.

1.26 Impartial witness

A person, who is independent of the trial, who cannot be
unfairly influenced by people involved with the trial, who
attends the informed consent process if the subject or the
subject’s legallyacceptable representativecannot read,and
whoreadsthe informedconsent formandanyotherwritten
information supplied to the subject.

1.27 Independent Ethics Committee (IEC)

An independent body (a review board or a committee, in-
stitutional, regional, national, or supranational), consti-
tuted of medical professionals and non-medical members,
whose responsibility it is to ensure the protection of the
rights, safety and well-being of human subjects involved in
a trial and to provide public assurance of that protection,
by, among other things, reviewing and approving / provid-
ing favourable opinion on, the trial protocol, the suitability
of the investigator(s), facilities, and the methods and ma-
terial to be used in obtaining and documenting informed
consent of the trial subjects.

The legal status, composition, function, operations and
regulatory requirements pertaining to Independent Ethics
Committees may differ among countries, but should al-
low the Independent Ethics Committee to act in agreement
with GCP as described in this guideline.

1.28 Informed consent

A process by which a subject voluntarily confirms his or her
willingness to participate in a particular trial, after having
been informed of all aspects of the trial that are relevant
to the subject’s decision to participate. Informed consent
is documented by means of a written, signed and dated
informed consent form.

1.29 Inspection

The act by a regulatory authority(ies) of conducting an offi-
cial review of documents, facilities, records, and any other
resources that are deemed by the authority(ies) to be re-
lated to the clinical trial and that may be located at the
site of the trial, at the sponsor’s and/or contract research
organization’s (CRO’s) facilities, or at other establishments
deemed appropriate by the regulatory authority(ies).

1.30 Institution (medical)

Any public or private entity or agency or medical or dental
facility where clinical trials are conducted.
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1.31 Institutional review board (IRB)

An independent body constituted of medical, scientific,
and non-scientific members, whose responsibility is to en-
sure the protection of the rights, safety and well-being of
human subjects involved in a trial by, among other things,
reviewing, approving, and providing continuing review of
trial protocol and amendments and of the methods and
material to be used in obtaining and documenting in-
formed consent of the trial subjects.

1.32 Interim clinical trial/study report

A report of intermediate results and their evaluation based
on analyses performed during the course of a trial.

1.33 Investigational product

A pharmaceutical form of an active ingredient or placebo
being tested or used as a reference in a clinical trial, includ-
ing a product with a marketing authorization when used
or assembled (formulated or packaged) in a way different
from the approved form, or when used for an unapproved
indication, or when used to gain further information about
an approved use.

1.34 Investigator

A person responsible for the conduct of the clinical trial at
a trial site. If a trial is conducted by a team of individuals at
a trial site, the investigator is the responsible leader of the
team and may be called the principal investigator. See also
Subinvestigator.

1.35 Investigator/institution

An expression meaning “the investigator and/or institu-
tion, where required by the applicable regulatory require-
ments”.

1.36 Investigator’s brochure

A compilation of the clinical and nonclinical data on the
investigational product(s) which is relevant to the study
of the investigational product(s) in human subjects (see 7.
Investigator’s Brochure).

1.37 Legally acceptable representative

An individual or juridical or other body authorized under
applicable law to consent, on behalf of a prospective sub-
ject, to the subject’s participation in the clinical trial.

1.38 Monitoring

The act of overseeing the progress of a clinical trial, and
of ensuring that it is conducted, recorded, and reported in
accordance with the protocol, Standard Operating Proce-
dures (SOPs), Good Clinical Practice (GCP), and the appli-
cable regulatory requirement(s).

1.39 Monitoring report

A written report from the monitor to the sponsor after each
site visit and/or other trial-related communication accord-
ing to the sponsor’s SOPs.

1.40 Multicentre trial

A clinical trial conducted according to a single protocol but
at more than one site, and therefore, carried out by more
than one investigator.

1.41 Nonclinical study

Biomedical studies not performed on human subjects.

1.42 Opinion (in relation to independent ethics
committee)

The judgement and/or the advice provided by an Indepen-
dent Ethics Committee (IEC).

1.43 Original medical record

See Source Documents.

1.44 Protocol

A document that describes the objective(s), design,
methodology, statistical considerations, and organization
of a trial. The protocol usually also gives the background
and rationale for the trial, but these could be provided in
other protocol referenced documents. Throughout the ICH
GCPGuideline the termprotocol refers toprotocolandpro-
tocol amendments.

1.45 Protocol amendment

A written description of a change(s) to or formal clarifica-
tion of a protocol.

1.46 Quality assurance (QA)

All those planned and systematic actions that are
established to ensure that the trial is performed and the
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data are generated, documented (recorded), and reported
in compliance with Good Clinical Practice (GCP) and the
applicable regulatory requirement(s).

1.47 Quality control (QC)

The operational techniques and activities undertaken
within the quality assurance system to verify that the re-
quirements for quality of the trial-related activities have
been fulfilled.

1.48 Randomization

The process of assigning trial subjects to treatment or con-
trol groups using an element of chance to determine the
assignments in order to reduce bias.

1.49 Regulatory Authorities

Bodies having the power to regulate. In the ICH GCP guide-
line the expression Regulatory Authorities includes the au-
thorities that review submitted clinical data and those that
conduct inspections (see 1.29). These bodies are some-
times referred to as competent authorities.

1.50 Serious adverse event (SAE) or serious adverse
drug reaction (Serious ADR)

Any untoward medical occurrence that at any dose:
� results in death,
� is life-threatening,
� requires inpatient hospitalization or prolongation of ex-

isting hospitalization,
� results in persistent or significant disability/incapacity,
or
� is a congenital anomaly/birth defect
(see the ICH Guideline for Clinical Safety Data Manage-
ment: Definitions and Standards for Expedited Reporting).

1.51 Source data

All information in original records and certified copies of
original records of clinical findings, observations, or other
activities in a clinical trial necessary for the reconstruction
and evaluation of the trial. Source data are contained in
source documents (original records or certified copies).

1.52 Source documents

Original documents, data, and records (e.g., hospital
records, clinical and office charts, laboratory notes, mem-

oranda, subjects’ diaries or evaluation checklists, phar-
macy dispensing records, recorded data from automated
instruments, copies or transcriptions certified after verifi-
cation as being accurate copies, microfiches, photographic
negatives, microfilm or magnetic media, x-rays, subject
files, and records kept at the pharmacy, at the laborato-
ries and at medico-technical departments involved in the
clinical trial).

1.53 Sponsor

An individual, company, institution, or organization which
takes responsibility for the initiation, management, and/or
financing of a clinical trial.

1.54 Sponsor-investigator

An individual who both initiates and conducts, alone or
with others, a clinical trial, and under whose immediate
direction the investigational product is administered to,
dispensed to, or used by a subject. The term does not in-
clude any person other than an individual (e.g., it does not
include a corporation or an agency). The obligations of a
sponsor-investigator include both those of a sponsor and
those of an investigator.

1.55 Standard Operating Procedures (SOPs)

Detailed, written instructions to achieve uniformity of the
performance of a specific function.

1.56 Subinvestigator

Any individual member of the clinical trial team designated
and supervised by the investigator at a trial site to perform
critical trial-related procedures and/or to make important
trial-related decisions (e.g., associates, residents, research
fellows). See also Investigator.

1.57 Subject/trial subject

An individual who participates in a clinical trial, either as a
recipient of the investigational product(s) or as a control.

1.58 Subject identification code

A unique identifier assigned by the investigator to each trial
subject to protect the subject’s identity and used in lieu of
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the subject’s name when the investigator reports adverse
events and/or other trial related data.

1.59 Trial site

The location(s) where trial-related activities are actually
conducted.

1.60 Unexpected adverse drug reaction

An adverse reaction, the nature or severity of which is not
consistent with the applicable product information (e.g.,
Investigator’s Brochure for an unapproved investigational
product or package insert/summary of product character-
istics for an approved product) (see the ICH Guideline for
Clinical Safety Data Management: Definitions and Stan-
dards for Expedited Reporting).

1.61 Vulnerable subjects

Individuals whose willingness to volunteer in a clinical trial
may be unduly influenced by the expectation, whether
justified or not, of benefits associated with participation,
or of a retaliatory response from senior members of a
hierarchy in case of refusal to participate. Examples are
members of a group with a hierarchical structure, such
as medical, pharmacy, dental, and nursing students,
subordinate hospital and laboratory personnel, employees
of the pharmaceutical industry, members of the armed
forces, and persons kept in detention. Other vulnerable
subjects include patients with incurable diseases, persons
in nursing homes, unemployed or impoverished persons,
patients in emergency situations, ethnic minority groups,
homeless persons, nomads, refugees, minors, and those
incapable of giving consent.

1.62 Well-being (of the trial subjects)

The physical and mental integrity of the subjects
participating in a clinical trial.

2 The principles of ICH GCP

2.1

Clinical trials should be conducted in accordance with the
ethical principles that have their origin in the Declaration
of Helsinki, and that are consistent with GCP and the ap-
plicable regulatory requirement(s).

2.2

Before a trial is initiated, foreseeable risks and inconve-
niences should be weighed against the anticipated benefit
for the individual trial subject and society. A trial should
be initiated and continued only if the anticipated benefits
justify the risks.

2.3

The rights, safety, and well-being of the trial subjects are
the most important considerations and should prevail over
interests of science and society.

2.4

The available nonclinical and clinical information on an
investigational product should be adequate to support the
proposed clinical trial.

2.5

Clinical trials should be scientifically sound, and described
in a clear, detailed protocol.

2.6

Atrialshouldbeconductedincompliancewiththeprotocol
that has received prior institutional review board (IRB)/
independent ethics committee (IEC) approval/favourable
opinion.

2.7

The medical care given to, and medical decisions made on
behalf of, subjects should always be the responsibility of
a qualified physician or, when appropriate, of a qualified
dentist.

2.8

Each individual involved in conducting a trial should be
qualified by education, training, and experience to perform
his or her respective task(s).

2.9

Freely given informed consent should be obtained from
every subject prior to clinical trial participation.
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2.10

All clinical trial information should be recorded, handled,
and stored in a way that allows its accurate reporting, in-
terpretation and verification.

2.11

The confidentiality of records that could identify subjects
should be protected, respecting the privacy and confiden-
tiality rules in accordance with the applicable regulatory
requirement(s).

2.12

Investigational products should be manufactured, han-
dled, and stored in accordance with applicable good man-
ufacturing practice (GMP). They should be used in accor-
dance with the approved protocol.

2.13

Systems with procedures that assure the quality of every
aspect of the trial should be implemented.

3 Institutional review board/independent ethics
committee (IRB/IEC)

3.1 Responsibilities

3.1.1
An IRB/IEC should safeguard the rights, safety, and well-
being of all trial subjects. Special attention should be paid
to trials that may include vulnerable subjects.

3.1.2
The IRB/IEC should obtain the following documents:
trial protocol(s)/amendment(s), written informed consent
form(s) and consent form updates that the investigator
proposes for use in the trial, subject recruitment pro-
cedures (e.g. advertisements), written information to be
provided to subjects, Investigator’s Brochure (IB), available
safety information, information about payments and com-
pensation available to subjects, the investigator’s current
curriculum vitae and/or other documentation evidencing
qualifications, and any other documents that the IRB/IEC
may need to fulfil its responsibilities.

The IRB/IEC should review a proposed clinical trial
withina reasonable timeanddocument its views inwriting,

clearly identifying the trial, the documents reviewed and
the dates for the following:
� approval/favourable opinion;
� modifications required prior to its approval/favourable

opinion;
� disapproval/negative opinion; and
� termination/suspension ofany priorapproval/favourable

opinion.

3.1.3
The IRB/IEC should consider the qualifications of the
investigator for the proposed trial, as documented by a
current curriculum vitae and/or by any other relevant
documentation the IRB/IEC requests.

3.1.4
The IRB/IEC should conduct continuing review of each on-
going trial at intervals appropriate to the degree of risk to
human subjects, but at least once per year.

3.1.5
The IRB/IEC may request more information than is out-
lined in paragraph 4.8.10 be given to subjects when, in
the judgement of the IRB/IEC, the additional information
would add meaningfully to the protection of the rights,
safety and/or well-being of the subjects.

3.1.6
When a non-therapeutic trial is to be carried out with the
consent of the subject’s legally acceptable representative
(see 4.8.12, 4.8.14), the IRB/IEC should determine that the
proposed protocol and/or other document(s) adequately
addresses relevant ethical concerns and meets applicable
regulatory requirements for such trials.

3.1.7
Where the protocol indicates that prior consent of the trial
subject or the subject’s legally acceptable representative
is not possible (see 4.8.15), the IRB/IEC should determine
that the proposed protocol and/or other document(s) ad-
equately addresses relevant ethical concerns and meets
applicable regulatory requirements for such trials (i.e. in
emergency situations).

3.1.8
The IRB/IEC should review both the amount and method
ofpayment tosubjects toassure thatneitherpresentsprob-
lems of coercion or undue influence on the trial subjects.
Payments to a subject should be prorated and not wholly
contingent on completion of the trial by the subject.
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3.1.9
TheIRB/IECshouldensurethat informationregardingpay-
ment to subjects, including the methods, amounts, and
schedule of payment to trial subjects, is set forth in the
written informed consent form and any other written in-
formation to be provided to subjects. The way payment will
be prorated should be specified.

3.2 Composition, functions and operations

3.2.1
The IRB/IEC should consist of a reasonable number of
members, who collectively have the qualifications and ex-
perience to review and evaluate the science, medical as-
pects, and ethics of the proposed trial. It is recommended
that the IRB/IEC should include:
(a) At least five members.
(b) At least one member whose primary area of interest is

in a nonscientific area.
(c) At least one member who is independent of the institu-

tion/trial site.
Only those IRB/IEC members who are independent of
the investigator and the sponsor of the trial should
vote/provide opinion on a trial-related matter.
A list of IRB/IEC members and their qualifications should
be maintained.

3.2.2
The IRB/IEC should perform its functions according to
written operating procedures, should maintain written
records of its activities and minutes of its meetings, and
should comply with GCP and with the applicable regula-
tory requirement(s).

3.2.3
An IRB/IEC should make its decisions at announced meet-
ings at which at least a quorum, as stipulated in its written
operating procedures, is present.

3.2.4
Only members who participate in the IRB/IEC review
and discussion should vote/provide their opinion and/or
advise.

3.2.5
The investigator may provide information on any aspect of
the trial, but should not participate in the deliberations of
the IRB/IEC or in the vote/opinion of the IRB/IEC.

3.2.6
An IRB/IEC may invite nonmembers with expertise in spe-
cial areas for assistance.

3.3 Procedures

The IRB/IEC should establish, document in writing, and
follow its procedures, which should include:

3.3.1
Determining its composition (names and qualifications of
the members) and the authority under which it is estab-
lished.

3.3.2
Scheduling, notifying its members of, and conducting its
meetings.

3.3.3
Conducting initial and continuing review of trials.

3.3.4
Determining the frequency of continuing review, as appro-
priate.

3.3.5
Providing, according to the applicable regulatory require-
ments, expedited review and approval/favourable opin-
ion of minor change(s) in ongoing trials that have the
approval/favourable opinion of the IRB/IEC.

3.3.6
Specifying that no subject should be admitted to a trial
before the IRB/IEC issues its written approval/favourable
opinion of the trial.

3.3.7
Specifying that no deviations from, or changes of, the pro-
tocol should be initiated without prior written IRB/IEC ap-
proval/favourable opinion of an appropriate amendment,
except when necessary to eliminate immediate hazards to
the subjects or when the change(s) involves only logistical
or administrative aspects of the trial (e.g., change of moni-
tor(s), telephone number(s)) (see 4.5.2).

3.3.8
Specifying that the investigator should promptly report to
the IRB/IEC:
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(a) Deviations from, or changes of, the protocol to elimi-
nate immediate hazards to the trial subjects (see 3.3.7,
4.5.2, 4.5.4).

(b) Changes increasing the risk to subjects and/or affecting
significantly the conduct of the trial (see 4.10.2).

(c) All adverse drug reactions (ADRs) that are both serious
and unexpected.

(d) New information that may affect adversely the safety of
the subjects or the conduct of the trial.

3.3.9
Ensuring that the IRB/IEC promptly notify in writing the
investigator/institution concerning:
(a) Its trial-related decisions/opinions.
(b) The reasons for its decisions/opinions.
(c) Procedures for appeal of its decisions/opinions.

3.4 Records

The IRB/IEC should retain all relevant records (e.g.,
written procedures, membership lists, lists of occupa-
tions/affiliations of members, submitted documents, min-
utes of meetings, and correspondence) for a period of at
least 3 years after completion of the trial and make them
available upon request from the regulatory authority(ies).

The IRB/IEC may be asked by investigators, sponsors or
regulatory authorities to provide its written procedures and
membership lists.

4 Investigator

4.1 Investigator’s qualifications and agreements

4.1.1
The investigator(s) should be qualified by education, train-
ing, and experience to assume responsibility for the proper
conduct of the trial, should meet all the qualifications
specified by the applicable regulatory requirement(s), and
should provide evidence of such qualifications through
up-to-date curriculum vitae and/or other relevant docu-
mentation requested by the sponsor, the IRB/IEC, and/or
the regulatory authority(ies).

4.1.2
The investigator should be thoroughly familiar with the ap-
propriateuseof the investigationalproduct(s),asdescribed
in the protocol, in the current Investigator’s Brochure, in
the product information and in other information sources
provided by the sponsor.

4.1.3
The investigator should be aware of, and should comply
with, GCP and the applicable regulatory requirements.

4.1.4
The investigator/institution should permit monitoring and
auditing by the sponsor, and inspection by the appropriate
regulatory authority(ies).

4.1.5
The investigator should maintain a list of appropriately
qualified persons to whom the investigator has delegated
significant trial-related duties.

4.2 Adequate resources

4.2.1
The investigator should be able to demonstrate (e.g., based
onretrospectivedata)apotential for recruiting therequired
number of suitable subjects within the agreed recruitment
period.

4.2.2
The investigator should have sufficient time to properly
conduct and complete the trial within the agreed trial
period.

4.2.3
The investigator should have available an adequate num-
ber of qualified staff and adequate facilities for the fore-
seen duration of the trial to conduct the trial properly and
safely.

4.2.4
The investigator should ensure that all persons assisting
with the trial are adequately informed about the proto-
col, the investigational product(s), and their trial-related
duties and functions.

4.3 Medical care of trial subjects

4.3.1
A qualified physician (or dentist, when appropriate), who
is an investigator or a sub-investigator for the trial, should
be responsible for all trial-related medical (or dental)
decisions.

4.3.2
During and following a subject’s participation in a trial, the
investigator/institution should ensure that adequate med-
ical care is provided to a subject for any adverse events,
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including clinically significant laboratory values, related to
the trial. The investigator/institution should inform a sub-
jectwhenmedical care isneeded for intercurrent illness(es)
of which the investigator becomes aware.

4.3.3
It is recommendedthat the investigator informthesubject’s
primary physician about the subject’s participation in the
trial if the subject has a primary physician and if the subject
agrees to the primary physician being informed.

4.3.4
Although a subject is not obliged to give his/her reason(s)
for withdrawing prematurely from a trial, the investigator
should make a reasonable effort to ascertain the reason(s),
while fully respecting the subject’s rights.

4.4 Communication with IRB/IEC

4.4.1
Before initiating a trial, the investigator/institution should
have written and dated approval/favourable opinion from
the IRB/IEC for the trial protocol, written informed con-
sent form, consent form updates, subject recruitment pro-
cedures (e.g., advertisements), and any other written infor-
mation to be provided to subjects.

4.4.2
As part of the investigator’s/institution’s written applica-
tion to the IRB/IEC, the investigator/institution should
providetheIRB/IECwithacurrentcopyof theInvestigator’s
Brochure. If the Investigator’s Brochure is updated during
the trial, the investigator/institution should supply a copy
of the updated Investigator’s Brochure to the IRB/IEC.

4.4.3
During the trial the investigator/institution should provide
to the IRB/IEC all documents subject to review.

4.5 Compliance with protocol

4.5.1
The investigator/institution should conduct the trial in
compliance with the protocol agreed to by the sponsor
and, if required, by the regulatory authority(ies) and which
wasgivenapproval/favourableopinionbytheIRB/IEC.The
investigator/institution and the sponsor should sign the
protocol, or an alternative contract, to confirm agreement.

4.5.2
The investigator should not implement any deviation from,
or changes of the protocol without agreement by the spon-
sor and prior review and documented approval/favourable
opinion from the IRB/IEC of an amendment, except where
necessary to eliminate an immediate hazard(s) to trial sub-
jects, or when the change(s) involves only logistical or ad-
ministrative aspects of the trial (e.g., change in monitor(s),
change of telephone number(s)).

4.5.3
The investigator, or person designated by the investigator,
should document and explain any deviation from the ap-
proved protocol.

4.5.4
The investigator may implement a deviation from, or a
change of, the protocol to eliminate an immediate haz-
ard(s) to trial subjects without prior IRB/IEC approval/
favourable opinion. As soon as possible, the implemented
deviation or change, the reasons for it, and, if appropri-
ate, the proposed protocol amendment(s) should be sub-
mitted:
(a) to the IRB/IEC for review and approval/favourable

opinion,
(b) to the sponsor for agreement and, if required,
(c) to the regulatory authority(ies).

4.6 Investigational product(s)

4.6.1
Responsibility for investigationalproduct(s)accountability
at the trial site(s) rests with the investigator/institution.

4.6.2
Where allowed/required, the investigator/institution
may/should assign some or all of the investigator’s/
institution’s duties for investigational product(s) account-
ability at the trial site(s) to an appropriate pharmacist
or another appropriate individual who is under the
supervision of the investigator/institution.

4.6.3
The investigator/institution and/or a pharmacist or other
appropriate individual, who is designated by the inves-
tigator/institution, should maintain records of the prod-
uct’s delivery to the trial site, the inventory at the site, the
use by each subject, and the return to the sponsor or al-
ternative disposition of unused product(s). These records
should include dates, quantities, batch/serial numbers, ex-
pirationdates (if applicable), andtheuniquecodenumbers
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assignedtotheinvestigationalproduct(s)andtrial subjects.
Investigators should maintain records that document ade-
quately that the subjects were provided the doses specified
by the protocol and reconcile all investigational product(s)
received from the sponsor.

4.6.4
The investigational product(s) should be stored as speci-
fied by the sponsor (see 5.13.2 and 5.14.3) and in ac-
cordance with applicable regulatory requirement(s).

4.6.5
The investigator should ensure that the investigational
product(s) are used only in accordance with the approved
protocol.

4.6.6
The investigator, or a person designated by the investiga-
tor/institution, should explain the correct use of the inves-
tigational product(s) to each subject and should check, at
intervals appropriate for the trial, that each subject is fol-
lowing the instructions properly.

4.7 Randomization procedures and unblinding

The investigator should follow the trial’s randomization
procedures, if any, and should ensure that the code is bro-
ken only in accordance with the protocol. If the trial is
blinded, the investigator should promptly document and
explain to the sponsor any premature unblinding (e.g., ac-
cidental unblinding, unblinding due to a serious adverse
event) of the investigational product(s).

4.8 Informed consent of trial subjects

4.8.1
In obtaining and documenting informed consent, the in-
vestigator should comply with the applicable regulatory
requirement(s), and should adhere to GCP and to the eth-
ical principles that have their origin in the Declaration of
Helsinki. Prior to the beginning of the trial, the investiga-
tor should have the IRB/IEC’s written approval/favourable
opinion of the written informed consent form and any
other written information to be provided to subjects.

4.8.2
The written informed consent form and any other written
information to be provided to subjects should be revised
whenever important new information becomes available
that may be relevant to the subject’s consent. Any revised
written informed consent form, and written information

should receive the IRB/IEC’s approval/favourable opin-
ion in advance of use. The subject or the subject’s legally
acceptable representative should be informed in a timely
manner if new information becomes available that may be
relevant to the subject’s willingness to continue participa-
tion in the trial. The communication of this information
should be documented.

4.8.3
Neither the investigator, nor the trial staff, should coerce or
unduly influence a subject to participate or to continue to
participate in a trial.

4.8.4
None of the oral and written information concerning the
trial, including the written informed consent form, should
containanylanguagethatcausesthesubjectorthesubject’s
legally acceptable representative to waive or to appear to
waive any legal rights, or that releases or appears to release
the investigator, the institution, the sponsor, or their agents
from liability for negligence.

4.8.5
The investigator, or a person designated by the investigator,
should fully inform the subject or, if the subject is unable to
provide informed consent, the subject’s legally acceptable
representative, of all pertinent aspects of the trial includ-
ing the written information and the approval/ favourable
opinion by the IRB/IEC.

4.8.6
The language used in the oral and written information
about the trial, including the written informed consent
form, should be as non-technical as practical and should
be understandable to the subject or the subject’s legally ac-
ceptable representative and the impartial witness, where
applicable.

4.8.7
Before informedconsentmaybeobtained, the investigator,
or a person designated by the investigator, should provide
the subject or the subject’s legally acceptable representa-
tive ample time and opportunity to inquire about details
of the trial and to decide whether or not to participate in
the trial. All questions about the trial should be answered
to the satisfaction of the subject or the subject’s legally ac-
ceptable representative.

4.8.8
Prior to a subject’s participation in the trial, the written
informed consent form should be signed and personally
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dated by the subject or by the subject’s legally acceptable
representative, and by the person who conducted the in-
formed consent discussion.

4.8.9
If a subject is unable to read or if a legally acceptable rep-
resentative is unable to read, an impartial witness should
be present during the entire informed consent discussion.
After the written informed consent form and any other
written information to be provided to subjects, is read and
explained to the subject or the subject’s legally acceptable
representative, and after the subject or the subject’s legally
acceptable representative has orally consented to the
subject’s participation in the trial and, if capable of doing
so, has signed and personally dated the informed consent
form, the witness should sign and personally date the
consent form. By signing the consent form, the witness
attests that the information in the consent form and any
other written information was accurately explained to,
and apparently understood by, the subject or the subject’s
legally acceptable representative, and that informed
consent was freely given by the subject or the subject’s
legally acceptable representative.

4.8.10
Both the informed consent discussion and the written in-
formed consent form and any other written information to
be provided to subjects should include explanations of the
following:
(a) That the trial involves research.
(b) The purpose of the trial.
(c) The trial treatment(s) and the probability for random

assignment to each treatment.
(d) The trial procedures to be followed, including all inva-

sive procedures.
(e) The subject’s responsibilities.
(f) Those aspects of the trial that are experimental.
(g) The reasonably foreseeable risks or inconveniences to

the subject and, when applicable, to an embryo, fetus,
or nursing infant.

(h) The reasonably expected benefits. When there is no in-
tendedclinicalbenefit to thesubject, thesubject should
be made aware of this.

(i) The alternative procedure(s) or course(s) of treatment
that may be available to the subject, and their impor-
tant potential benefits and risks.

(j) The compensation and/or treatment available to the
subject in the event of trial-related injury.

(k) The anticipated prorated payment, if any, to the subject
for participating in the trial.

(l) The anticipated expenses, if any, to the subject for par-
ticipating in the trial.

(m) That the subject’s participation in the trial is voluntary
and that the subject may refuse to participate or with-
draw from the trial, at any time, without penalty or loss
of benefits to which the subject is otherwise entitled.

(n) Thatthemonitor(s), theauditor(s), theIRB/IEC,andthe
regulatory authority(ies) will be granted direct access to
the subject’s original medical records for verification of
clinical trial procedures and/or data, without violating
the confidentiality of the subject, to the extent permit-
ted by the applicable laws and regulations and that, by
signing a written informed consent form, the subject or
the subject’s legally acceptable representative is autho-
rizing such access.

(o) That records identifying the subject will be kept confi-
dential and, to the extent permitted by the applicable
lawsand/orregulations,willnotbemadepubliclyavail-
able. If the results of the trial are published, the subject’s
identity will remain confidential.

(p) That the subject or the subject’s legally acceptable
representative will be informed in a timely manner if
information becomes available that may be relevant to
the subject’s willingness to continue participation in
the trial.

(q) Theperson(s) tocontact for further informationregard-
ing the trial and the rights of trial subjects, and whom
to contact in the event of trial-related injury.

(r) The foreseeable circumstances and/or reasons under
which the subject’s participation in the trial may be ter-
minated.

(s) The expected duration of the subject’s participation in
the trial.

(t) The approximate number of subjects involved in the
trial.

4.8.11
Prior to participation in the trial, the subject or the subject’s
legally acceptable representative should receive a copy of
the signed and dated written informed consent form and
any other written information provided to the subjects.
During a subject’s participation in the trial, the subject or
the subject’s legally acceptable representative should re-
ceive a copy of the signed and dated consent form updates
and a copy of any amendments to the written information
provided to subjects.

4.8.12
When a clinical trial (therapeutic or non-therapeutic) in-
cludes subjects who can only be enrolled in the trial with
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the consent of the subject’s legally acceptable representa-
tive (e.g., minors, or patients with severe dementia), the
subject should be informed about the trial to the extent
compatible with the subject’s understanding and, if capa-
ble, the subject should sign and personally date the written
informed consent.

4.8.13
Except as described in 4.8.14, a non-therapeutic trial (i.e.
a trial in which there is no anticipated direct clinical ben-
efit to the subject), should be conducted in subjects who
personally give consent and who sign and date the written
informed consent form.

4.8.14
Non-therapeutic trials may be conducted in subjects with
consent of a legally acceptable representative provided the
following conditions are fulfilled:
(a) The objectives of the trial can not be met by means

of a trial in subjects who can give informed consent
personally.

(b) The foreseeable risks to the subjects are low.
(c) The negative impact on the subject’s well-being is min-

imized and low.
(d) The trial is not prohibited by law.
(e) The approval/favourable opinion of the IRB/IEC is

expressly sought on the inclusion of such subjects, and
the written approval/favourable opinion covers this
aspect.

Such trials, unless an exception is justified, should be con-
ducted in patients having a disease or condition for which
the investigational product is intended. Subjects in these
trials should be particularly closely monitored and should
be withdrawn if they appear to be unduly distressed.

4.8.15
In emergency situations, when prior consent of the sub-
ject is not possible, the consent of the subject’s legally ac-
ceptable representative, if present, should be requested.
When prior consent of the subject is not possible, and
the subject’s legally acceptable representative is not avail-
able, enrolment of the subject should require measures
described in the protocol and/or elsewhere, with docu-
mented approval/favourable opinion by the IRB/IEC, to
protect the rights, safety and well-being of the subject and
to ensure compliance with applicable regulatory require-
ments. The subject or the subject’s legally acceptable rep-
resentative should be informed about the trial as soon as
possible and consent to continue and other consent as
appropriate (see 4.8.10) should be requested.

4.9 Records and reports

4.9.1
The investigator should ensure the accuracy, complete-
ness, legibility, and timeliness of the data reported to the
sponsor in the CRFs and in all required reports.

4.9.2
Data reported on the CRF, that are derived from source doc-
uments, should be consistent with the source documents
or the discrepancies should be explained.

4.9.3
Any change or correction to a CRF should be dated, ini-
tialed, and explained (if necessary) and should not obscure
the original entry (i.e. an audit trail should be maintained);
this applies to both written and electronic changes or cor-
rections (see 5.18.4 (n)). Sponsors should provide guidance
to investigators and/or the investigators’ designated rep-
resentatives on making such corrections. Sponsors should
have written procedures to assure that changes or correc-
tions inCRFsmadebysponsor’sdesignatedrepresentatives
are documented, are necessary, and are endorsed by the
investigator. The investigator should retain records of the
changes and corrections.

4.9.4
The investigator/institution should maintain the trial
documents as specified in Essential Documents for the
Conduct of a Clinical Trial (see 8.) and as required by
the applicable regulatory requirement(s). The investiga-
tor/institution should take measures to prevent accidental
or premature destruction of these documents.

4.9.5
Essential documents should be retained until at least 2
years after the last approval of a marketing application in
an ICH region and until there are no pending or contem-
plated marketing applications in an ICH region or at least
2 years have elapsed since the formal discontinuation of
clinical development of the investigational product. These
documents should be retained for a longer period how-
ever if required by the applicable regulatory requirements
or by an agreement with the sponsor. It is the responsibil-
ity of the sponsor to inform the investigator/institution as
to when these documents no longer need to be retained
(see 5.5.12).

4.9.6
The financial aspects of the trial should be documented
in an agreement between the sponsor and the investiga-
tor/institution.
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4.9.7
Upon request of the monitor, auditor, IRB/IEC, or regu-
latory authority, the investigator/institution should make
available for direct access all requested trial-related
records.

4.10 Progress reports

4.10.1
The investigator should submit written summaries of the
trial status to the IRB/IEC annually, or more frequently, if
requested by the IRB/IEC.

4.10.2
The investigator should promptly provide written reports
to the sponsor, the IRB/IEC (see 3.3.8) and, where appli-
cable, the institution on any changes significantly affect-
ing the conduct of the trial, and/or increasing the risk to
subjects.

4.11 Safety reporting

4.11.1
All serious adverse events (SAEs) should be reported im-
mediately to the sponsor except for those SAEs that the
protocol or other document (e.g., Investigator’s Brochure)
identifies as not needing immediate reporting. The imme-
diate reports shouldbe followedpromptlybydetailed,writ-
ten reports. The immediate and follow-up reports should
identify subjects by unique code numbers assigned to the
trial subjects rather than by the subjects’ names, personal
identification numbers, and/or addresses. The investiga-
tor should also comply with the applicable regulatory re-
quirement(s) related to the reporting of unexpected serious
adverse drug reactions to the regulatory authority(ies) and
the IRB/IEC.

4.11.2
Adverse events and/or laboratory abnormalities identified
in the protocol as critical to safety evaluations should be
reported to the sponsor according to the reporting require-
ments and within the time periods specified by the sponsor
in the protocol.

4.11.3
For reported deaths, the investigator should supply the
sponsor and the IRB/IEC with any additional requested
information (e.g., autopsy reports and terminal medical
reports).

4.12 Premature termination or suspension of a trial

If the trial is prematurely terminated or suspended for
any reason, the investigator/institution should promptly

inform the trial subjects, should assure appropriate ther-
apy and follow-up for the subjects, and, where required
by the applicable regulatory requirement(s), should inform
the regulatory authority(ies). In addition:

4.12.1
If the investigator terminates or suspends a trial without
prior agreement of the sponsor, the investigator should
inform the institution where applicable, and the investiga-
tor/institutionshouldpromptly informthesponsorandthe
IRB/IEC, and should provide the sponsor and the IRB/IEC
a detailed written explanation of the termination or
suspension.

4.12.2
If the sponsor terminates or suspends a trial (see 5.21),
the investigator should promptly inform the institution
where applicable and the investigator/institution should
promptly inform the IRB/IEC and provide the IRB/IEC
a detailed written explanation of the termination or
suspension.

4.12.3
If the IRB/IEC terminates or suspends its approval/
favourable opinion of a trial (see 3.1.2 and 3.3.9), the in-
vestigator should inform the institution where applicable
and the investigator/institution should promptly notify the
sponsor and provide the sponsor with a detailed written ex-
planation of the termination or suspension.

4.13 Final report(s) by investigator

Upon completion of the trial, the investigator, where ap-
plicable, should inform the institution; the investigator/
institution should provide the IRB/IEC with a summary of
the trial’s outcome, and the regulatory authority(ies) with
any reports required.

5 Sponsor

5.8 Compensation to subjects and investigators

5.8.1
If required by the applicable regulatory requirement(s),
the sponsor should provide insurance or should indemnify
(legal and financial coverage) the investigator/the institu-
tion against claims arising from the trial, except for claims
that arise from malpractice and/or negligence.

5.8.2
The sponsor’s policies and procedures should address
the costs of treatment of trial subjects in the event of
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trial-related injuries in accordance with the applicable reg-
ulatory requirement(s).

5.8.3
When trial subjects receive compensation, the method and
manner of compensation should comply with applicable
regulatory requirement(s).

5.11 Confirmation of review by IRB/IEC

5.11.1
The sponsor should obtain from the investigator/
institution:
(a) The name and address of the investigator’s/institution’s

IRB/IEC.
(b) A statement obtained from the IRB/IEC that it is orga-

nizedandoperatesaccordingtoGCPandtheapplicable
laws and regulations.

(c) Documented IRB/IEC approval/favourable opinion
and, if requested by the sponsor, a current copy of pro-
tocol, written informed consent form(s) and any other
written information to be provided to subjects, sub-
ject recruiting procedures, and documents related to
payments and compensation available to the subjects,
and any other documents that the IRB/IEC may have
requested.

5.11.2
If the IRB/IEC conditions its approval/favourable opinion
upon change(s) in any aspect of the trial, such as modifica-
tion(s) of the protocol, written informed consent form and
any other written information to be provided to subjects,
and/or other procedures, the sponsor should obtain from
the investigator/institution a copy of the modification(s)
made and the date approval/favourable opinion was given
by the IRB/IEC.

5.11.3
The sponsor should obtain from the investigator/
institution documentation and dates of any IRB/IEC
reapprovals/re-evaluations with favourable opinion, and
of any withdrawals or suspensions of approval/favourable
opinion.

5.15 Record access

5.15.1
The sponsor should ensure that it is specified in the pro-
tocol or other written agreement that the investigator(s)/
institution(s) provide direct access to source data/

documents for trial-related monitoring, audits, IRB/IEC
review, and regulatory inspection.

5.15.2
The sponsor should verify that each subject has consented,
in writing, to direct access to his/her original medical
records for trial-related monitoring, audit, IRB/IEC review,
and regulatory inspection.

5.16 Safety information

5.16.1
The sponsor is responsible for the ongoing safety evalua-
tion of the investigational product(s).

5.16.2
The sponsor should promptly notify all concerned investi-
gator(s)/institution(s) and the regulatory authority(ies) of
findings that could affect adversely the safety of subjects,
impact the conduct of the trial, or alter the IRB/IEC’s ap-
proval/favourable opinion to continue the trial.

5.17 Adverse drug reaction reporting

5.17.1
The sponsor should expedite the reporting to all con-
cerned investigator(s)/institutions(s), to the IRB(s)/IEC(s),
where required, and to the regulatory authority(ies) of all
adverse drug reactions (ADRs) that are both serious and
unexpected.

5.17.2
Such expedited reports should comply with the applicable
regulatory requirement(s) and with the ICH Guideline for
Clinical Safety Data Management: Definitions and Stan-
dards for Expedited Reporting.

5.17.3
The sponsor should submit to the regulatory authority(ies)
all safety updates and periodic reports, as required by
applicable regulatory requirement(s).

5.21 Premature termination or suspension of a trial

If a trial is prematurely terminated or suspended, the spon-
sor should promptly inform the investigators/institutions,
and the regulatory authority(ies) of the termination or sus-
pension and the reason(s) for the termination or suspen-
sion. The IRB/IEC should also be informed promptly and
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providedthereason(s) for the terminationorsuspensionby
the sponsor or by the investigator/institution, as specified
by the applicable regulatory requirement(s).

5.22 Clinical trial/study reports

Whether the trial is completed or prematurely terminated,
the sponsor should ensure that the clinical trial reports are
prepared and provided to the regulatory agency(ies) as re-
quired by the applicable regulatory requirement(s). The
sponsor should also ensure that the clinical trial reports
in marketing applications meet the standards of the ICH
Guideline for Structure and Content of Clinical Study Re-
ports. (NOTE: The ICH Guideline for Structure and Content
of Clinical Study Reports specifies that abbreviated study
reports may be acceptable in certain cases.)

5.23 Multicentre trials

For multicentre trials, the sponsor should ensure that:

5.23.1
All investigators conduct the trial in strict compliance with
theprotocolagreedtobythesponsorand, if required,bythe

regulatory authority(ies), and given approval/favourable
opinion by the IRB/IEC.

5.23.2
The CRFs are designed to capture the required data at all
multicentre trial sites. For those investigators who are col-
lecting additional data, supplemental CRFs should also be
provided that are designed to capture the additional data.

5.23.3
The responsibilities of coordinating investigator(s) and the
other participating investigators are documented prior to
the start of the trial.

5.23.4
All investigators are given instructions on following the
protocol, on complying with a uniform set of standards for
the assessment of clinical and laboratory findings, and on
completing the CRFs.

5.23.5
Communication between investigators is facilitated.

Reproduced by kind permission of ICH
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Governance arrangements for NHS research ethics committees

Department of Health

Governance arrangements for NHS research
ethics committees, July 2001

Preface

1 For many years the NHS has had the benefit of a gene-
rally high standard of advice from its Research Ethics
Committees (RECs), which were formally established in
England under cover of HSG(91)5 for Local Research
Ethics Committees (LRECs) and HSG(97)23 for Multi-
centre Research Ethics Committees (MRECs).

2 The Department of Health (DH) has also established
additional committees that offer an ethical opinion on
research proposals within certain very specialist areas.
These include the Gene Therapy Advisory Committee
(GTAC), and the United Kingdom Xenotransplantation
Interim Regulatory Authority (UKXIRA).

3 The recently published DH Research Governance Frame-
work for Health and Social Care 1 (RGF) indicated a need
for a review of LRECs andMRECs. There are also newde-
velopments in the national and international legal and
regulatory framework in which research must in future
be conducted. In particular, significant changes are re-
quired in order to respond to the rigorous standards set
by European Directive 2001/20/EC.

4 Theaccountability for thevariousaspectsof researchwas
clarified in the RGF. The current document describes the
role and remit of RECs as part of this overall governance
framework.

1 The Research Governance Framework for Health and Social Care

also contains comprehensive references to other documents relevant

to this guidance. It may be found on the Department of Health website:

http://www.doh.gov.uk/research

c©Department of Health.

5 Whilst the research environment itself is changing, the
need for a prior favourable ethics opinion before the cat-
egoriesof researchdefined later in thisdocumentmaybe
started is central to Research Governance. The provision
of this opinion will remain the prerogative of Research
Ethics Committees.

6 This document provides a standards framework for the
processof reviewof theethicsofallproposals for research
intheNHSandSocialCarewhichisefficient,effectiveand
timely, and which will command public confidence. It
sets out general standards andprinciples for an account-
able systemof RECs,working collaboratively to common
high standards of review and operating process through-
out the NHS. It should be read in conjunction with the
Research Governance Framework for Health and Social
Care.

7 This guidance replaces the previous guidance issued un-
der cover of HSG(91)5 and HSG(97)23. It is Section A of
a suite of documents. The topics to be covered are as
follows:
� Section A concentrates on general principles and stan-
dards, and is based on previous DH guidance, on guid-
ance published by theWorld Health Organisation, and
on the current regulatory standardspertaining tophar-
maceutical and other research.

� Section B offers more detailed and timely guidance on
operatingprocedures and the requirements for general
support forRECs. Itwillbeup-datedasnewormodified
operatingproceduresarerequired,particularly inorder
to implement new European legislation.

� SectionC is a regularly up-dated resource for RECs and
others, collating current advice on particular ethical
issues, as issued by the Department of Health itself,
or by august bodies such as Royal Colleges, Research
Councils or appropriate professional organisations.
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8 Plans for implementation of these Governance Arrange-
ments for NHS Research Ethics Committees should start
now,with a view to establishing the necessary REC struc-
tures andprocedures fromApril 2002.Asan interimmea-
sure, existingRECs–and theirmembershipandadminis-
tration–maycontinueafter thatdate, but shouldoperate
according to this new guidance. All new appointments
and new operational and management arrangements
made after that date should conform to these new gover-
nance arrangements. Implementation of new structures
and processes should be complete by April 2003.

Further information may be obtained from:

Central Office for Research Ethics Committees (COREC)
Room 76 Block B
40 Eastbourne Terrace
LondonW2 3QR

Email: tstacey@doh.gsi.gov.uk

Section A: Statement of general standards
and principles
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1 Introduction

1.1 Research is essential to the successful promotion and
protectionof health andwell-being and tomodern and
effectivehealthandsocialcare. Italsocontributes tothe
efficiency and effectiveness of the content, planning,
delivery and monitoring of health and social care. The
National Health and Social Services have a key role in
enabling relevant research of good quality, and as part
of the NHS, Research Ethics Committees (RECs) share
in this duty.

1.2 There is now a quality and accountability framework
within which research is to be undertaken in the NHS.

This framework is described in theDH Research Gover-
nance Framework for Health and Social Care. In that
guidance, particular reference is made to the duties
and accountability of all NHS organisations that agree
to host any research, whether undertaken by its own
employees or by others. The Guide to collaboration in
Research between the NHS and other research funders
sets out additional factors relevant to collaboration on
R&D in the NHS.

1.3 The Research Governance Framework states that the
dignity, rights, safety and well-being of participants
must be the primary consideration in any research
study. The Department of Health requires that all re-
search fallingwithin certain categories (set out in 3.1) is
reviewed independently toensure itmeets the required
ethical standards.

1.4 For research in theNHS, this independent reviewmust
be obtained from a Research Ethics Committee recog-
nised for that purpose by the Department of Health.
For research in Health and Social Care occurring out-
side the NHS, it recommended that an opinion should
beobtained fromanNHSREC, or fromanRECmeeting
the general standards for NHS RECs laid down in this
document.

1.5 The decision that a research project may proceed is
an important management responsibility involving
the availability of resources, financial implications,
and ethical issues. Before undertaking or hosting
any research, an NHS organisation must ensure that
a favourable opinion on the ethics of the proposed
research has been obtained from an appropriate
REC. Research may not be started until this has been
obtained.

1.6 The research sponsor is also required to ensure that
a favourable opinion on the ethics of the proposed
research has been obtained from an appropriate REC.

1.7 Irrespective of the host or sponsor of the proposed
research, it is the responsibility of the named principal
investigator to apply for approval by the REC. This
person retains responsibility for the scientific and
ethical conduct of the research.

1.8 The requirements concerning application to RECs set
out in this document apply to all research conducted
within the NHS. This includes research conducted
by those already having clinical responsibility for the
research participants, by other NHS staff, and by those
who have no other association with the NHS beyond
the particular research project.

1.9 Should it wish to do so, an NHS organisation itself may
corporately seek advice directly from an REC about
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ethical issues relating to research that it wishes to
commission or host.

1.10 The protection of research participants is best served
by close co-operation and efficient communication
amongst all those who share the responsibility for
it. Whilst not sacrificing the independence of their
decision on the ethics of a proposal, RECs should,
where appropriate, work closely with actual and po-
tential participants, researchers, funders, sponsors,
employers, care organisations andprofessionals – and
each other – in order to achieve this goal.

2 The role of Research Ethics Committees

2.1 Research Ethics Committees are the committees con-
vened to provide the independent advice to partici-
pants, researchers, funders, sponsors, employers, care
organisations and professionals on the extent to which
proposals for research studies comply with recognised
ethical standards.

2.2 Thepurposeof aResearchEthicsCommittee in review-
ing the proposed study is to protect the dignity, rights,
safety andwell-being of all actual or potential research
participants. It shares this role and responsibility with
others, asdescribed in theResearchGovernanceFrame-
work for Health and Social Care.

2.3 RECs are responsible for acting primarily in the inter-
est of potential research participants and concerned
communities, but they should also take into account
the interests, needs and safety of researchers who are
trying to undertake research of good quality. However,
the goals of research and researchers, while important,
shouldalwaysbesecondary to thedignity, rights, safety,
and well-being of the research participants.

2.4 RECs also need to take into consideration the princi-
ple of justice. This requires that the benefits and bur-
dens of research be distributed fairly among all groups
and classes in society, taking into account in particular
age, gender, economic status, culture and ethnic con-
siderations. In this context the contributionofprevious
research participants should also be recalled.

2.5 RECs should provide independent, competent and
timely review of the ethics of proposed studies. Al-
though operating within the Governance Framework
determined by the Department of Health, in their
decision-making RECs need to have independence
frompolitical, institutional, profession-related ormar-
ket influences. They need similarly to demonstrate
competence and efficiency in their work, and to avoid
unnecessary delay.

2.6 In common with all those involved in research in the
NHS and Social Care environments, RECs should have
due regard for the requirements of relevant regulatory
agencies and of applicable laws. It is not for the REC to
provide specific interpretation of regulations or laws,
but it may indicate in its advice to the researcher and
host institutionwhere it believes further consideration
needs to be given to such matters.

3 The remit of an NHS REC

3.1 Ethical advice from the appropriate NHS REC is re-
quired for any research proposal involving:

a. patients and users of the NHS. This includes all po-
tential research participants recruited by virtue of
the patient or user’s past or present treatment by,
or use of, the NHS. It includes NHS patients treated
under contracts with private sector institutions

b. individuals identified as potential research partici-
pants because of their status as relatives or carers of
patients and users of the NHS, as defined above

c. access todata,organsorotherbodilymaterialofpast
and present NHS patients

d. fetal material and IVF involving NHS patients
e. the recently dead in NHS premises
f. the use of, or potential access to, NHS premises or
facilities

g. NHS staff – recruited as research participants by
virtue of their professional role.

3.2 If requested to do so, an NHS REC may also provide
an opinion on the ethics of similar research studies not
involving the categories listed above in section 3.1, car-
ried out for example by private sector companies, the
Medical Research Council (or other public sector or-
ganisations), charities or universities.

3.3 The appropriate REC in each case is one recognised for
this purpose by the Health Authority within the area of
which the research is planned to take place.

3.4 This will normally be one established by the Health
Authority itself within its geographical area – currently
called a Local Research Ethics Committee (LREC).

3.5 For the purposes of ethical review of the research pro-
posal, a research “site” is defined as the geographical
area covered by one Health Authority, whether the re-
search is based in institution(s) or in the community.
Even when the research may physically take place at
several locations within that geographical boundary, a
favourable ethical opinion on the research protocol is
required from only one NHS REC within that Health
Authority boundary.
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3.6 Where the research is planned to take place at more
than one “site” as defined above, different arrange-
ments apply. (See Chapter 8).

3.7 For research involving gene therapy, application
should be made to the Gene Therapy Advisory
Committee (GTAC). (Further details are given in
Section B).

3.8 For clinical research that involves xenotransplan-
tation, application should be made to the United
KingdomXenotransplantationInterimRegulatoryAu-
thority (UKXIRA). (Further details are given in Sec-
tion B).

3.9 Certain types of research specified under the Human
Fertilisation and Embryology Act, 1990, may not pro-
ceed without a licence from the Human Fertilisation
and Embryology Authority, from whom further infor-
mation may be obtained. Research Ethics Committee
approval is also required. (See Section B).

3.10 Specific arrangements are in place for ethical review
of research on prisoners. (See Section B).

3.11 Research on clients of Social Services (i.e. participants
recruited by virtue of their past or present status as
clients of Social Services), including those cared for
under contracts with private sector care providers,
should have the favourable opinion of a Research
EthicsCommitteewhichmeets the samegeneral stan-
dards as NHS RECs in respect of composition, review
process and general operating procedures. (Details of
the arrangements for ethical review of research in So-
cialCare takingplaceoutside theNHSareunder review,
and will be published at a later date).

4 Establishment and support of NHS RECs

4.1 Research Ethics Committeeswith the authority to offer
an opinion on research within the NHS may only be
established and governed by Health Authorities or the
Department of Health.

4.2 Health Authorities are accountable for the establish-
ment, support, training and monitoring of all NHS
Local Research Ethics Committees (LRECs) within
their boundary. Each Health Authority should identify
a named officer who is not otherwise directly involved
in REC administration who will have lead responsibil-
ity for the governance of Research Ethics Committees
on behalf of the Chief Executive (who has overall
accountability).

4.3 It is the responsibility of the appointing Authority to
set an annual budget for the adequate support of the
REC(s) for which it is accountable, irrespective of any

income received from charges made for review in
cases where this is appropriate.

4.4 The Department of Health is responsible for these
functions for Multi-centre Research Ethics Com-
mittees (MRECs), for the Gene Therapy Advisory
Committee (GTAC), and for the United Kingdom
Xenotransplantation Interim Regulatory Authority
(UKXIRA).

4.5 RECs are not accountable in any way to NHS Trusts,
and in particular are separate from Trust R&D De-
partments in respect of the accountability for their
operational processes and decision-making.

4.6 RECs are not in any way management arms of any
NHS organisation, and have no management role.
They are advisory committees to, not sub-committees
of, NHS organisations.

4.7 A Health Authority is responsible for identifying
the REC (or RECs) that routinely provides ethical
advice on research proposals arising within its own
boundaries. This will usually be an LREC or LRECs
that it has itself established.

4.8 A Health Authority shall establish sufficient LRECs
within its boundary to cope with the workload, and
must provide adequate administrative support for
their business. The RECs within a Health Authority
boundary should work collaboratively, and a com-
mon administrative structure or network should be
established, so that applications can be directed to
the most appropriate committee.

4.9 Similarly, for practical management purposes neigh-
bouring Health Authorities may agree to collaborate
on the establishment, maintenance and admin-
istration of one or more shared LRECs, but the
accountability of each Health Authority remains.

Education and training of REC members
and administrators

4.10 REC members have a need for initial and continuing
education and training regarding research ethics, re-
search methodology and research governance.

4.11 Appointing Authorities shall provide, within the an-
nual budget for its REC(s), resources for such training,
guidance on which will be issued by the Department
of Health.

Office operation and support

4.12 The appointing Authority is responsible for providing
suitable anddiscrete facilities inwhich theworkof the
REC officers and administrators can be undertaken
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in a confidential manner. These facilities should in-
clude adequate provision for handling and storing
confidential documents.

4.13 Administrativestaffingof theRECofficeshouldbesuf-
ficient to provide a comprehensive service to theREC,
to researchers and, where appropriate, to the NHS.
The administrator should have a sound knowledge
of the Research Governance Framework, be trained
in the work of RECs, and be of sufficient seniority to
providedetailedoperationaladvice to theRECofficers
and to researchers.

Legal liability

4.14 The appointing Authority will take full responsibility
for all the actions of a member in the course of their
performance of his or her duties as a member of the
REC other than those involving bad faith, wilful de-
fault or gross negligence. Amember should, however,
notify the appointing Authority if any action or claim
is threatened or made, and in such an event be ready
to assist the Authority as required.

5 Membership requirements and process

5.1 RECs should be constituted to ensure the competent
review and evaluation of all ethical aspects of the re-
search projects they receive, and to ensure that their
tasks can be executed free from bias and influence
that could affect their independence in reaching their
decision.

5.2 TheHealth Authority is responsible for appointment of
LREC members. The Department of Health or its ap-
pointed agent is responsible for the appointment of
members of MRECs, GTAC and UKXIRA.

5.3 Appointment of members shall be by an open pro-
cess, compatible with the Nolan standards. Vacancies
should be filled following public advertisement in the
press, and/or by advertisement via local professional
and other networks asmost appropriate to the vacancy
to be filled. Potential candidates shall be required to
complete an application form. The process for selec-
tion of members shall be laid down in Standard Oper-
ating Procedures.

5.4 An appointed member must be prepared to have
published his/her full name, profession and affilia-
tion. Whenmaking appointments, conflicts of interest
should be avoided if at all possible.Where unavoidable
there should be transparencywith regard to such inter-
ests, and they should be recorded and published with
the above personal details.

5.5 Normally an appointed member shall be required to
attend in full at least two thirds of all scheduled REC
meetings in each year, barring exceptional circum-
stances. (See 6.15 below).

5.6 As a condition of appointment, a membermust agree
to take part in initial and continued education appro-
priate to his or her role as an RECmember.

5.7 An appointed member shall be expected to maintain
confidentiality regarding meeting deliberations, ap-
plications, information on research participants, and
related matters.

5.8 The appointed member shall be informed in writing
of the terms of the appointment, including its du-
ration, the policy for renewal, the disqualification
procedure and the resignation procedure, the policy
concerning declaration of interests, and details of
allowable expenses.

5.9 The appointing Authority shall provide each ap-
pointedmember with a personal statement regarding
the indemnity provided, and its conditions.

5.10 Members should be appointed for fixed terms,
normally five years. Terms of appointment may be
renewed,butnotnormallymore than twoconsecutive
terms should be served on the same REC. A member
may however subsequently serve on another REC.
Simultaneous service on both an MREC and LREC is
permitted.

5.11 The appointing Authority shall ensure that a rotation
system formembership is in place that allows for con-
tinuity, the development and maintenance of exper-
tisewithintheREC,andtheregular inputof freshideas.

6 Composition of an REC

6.1 An REC should have sufficient members to guarantee
the presence of a quorum (see 6.11) at each meeting.
The maximum should be 18 members. This should al-
low for a sufficiently broad range of experience and
expertise, so that the scientific, clinical and method-
ological aspects of a research proposal can be recon-
ciledwith thewelfareof researchparticipants, andwith
broader ethical implications.

6.2 Overall the REC should have a balanced age and gen-
der distribution. Members should be drawn from both
sexes and from awide range of age groups. Every effort
shouldalsobemadetorecruitmembers fromblackand
ethnic minority backgrounds, as well as people with
disabilities. This should apply to both expert and lay
members.

6.3 RECs should be constituted to contain a mixture of
“expert” and “lay” members. At least three members
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must be independent of any organisation where re-
search under ethical review is likely to take place.

Expert members

6.4 The “expert” members of the committee shall be cho-
sen to ensure that the REC has the following expertise:
� relevant methodological and ethical expertise in:
- clinical research
- non-clinical research
- qualitative or other research methods applicable
to health services, social science and social care
research.

� clinical practice including:
- hospital and community staff (medical, nursing
and other)

- general practice
� statistics relevant to research
� pharmacy

Lay members

6.5 At least one third of the membership shall be “lay”
members who are independent of the NHS, either
as employees or in a non-executive role, and whose
primary personal or professional interest is not in a
research area.

6.6 The “lay” membership can include non-medical clin-
ical staff who have not practised their profession for a
period of at least five years.

6.7 At least half of the “lay” members must be persons
who are not, and never have been, either health or
social care professionals, and who have never been
involved in carryingout research involvinghumanpar-
ticipants, their tissue or data.

Non-representative role

6.8 Despite being drawn from groups identified with par-
ticular interests or responsibilities in connection with
health and social care issues, REC members are not in
any way the representatives of those groups. They are
appointed in their own right, to participate in the work
of the REC as equal individuals of sound judgement,
relevant experience and adequate training in ethical
review.

NHS staff as members

6.9 NHS organisations should provide encouragement to
their staff who wish to serve as members of RECs. The
time required for undertaking such service and the

necessary training should be protected, and form a
recognised part of the individual’s job plan.

Specialist referees

6.10 The Chair and Administrator may seek the advice of
specialist referees on any relevant aspects of a spe-
cific research proposal that lie beyond the expertise
of the members. These referees may be specialists in
ethical aspects, specific diseases or methodologies,
or they may be representatives of communities, pa-
tients, or special interest groups. Such referees are not
voting members of the committee, and should not
be involved in the business of the committee other
than that related to the specific research proposal
in question. Terms of reference for independent ref-
erees should be established. Their advice should be
recorded in the minutes.

Quorum requirements

6.11 For meetings at which research ethical review is un-
dertaken, a quorum shall consist of seven members.
It shall include the Chair and/or Vice-Chair, at least
one“expert”memberwith the relevant clinical and/or
methodological expertise, one “lay” member as de-
fined in 6.7 above, and at least one othermemberwho
is independent of the institution or specific location
where the research is to take place.

Committee officers

6.12 The Chair and Vice-Chair shall be appointed as such
by the appointing Authority after consultation with
the REC Administrator and committeemembers. The
appointees should have had at least one year’s expe-
rience of the work of RECs. Those appointed should
have received personal training in research ethics re-
viewing, and possess the relevant chairing skills. Po-
tential candidates should be offered any necessary
supplementary training prior to appointment.

6.13 Tofacilitatecommunication, theRECmaywishtodes-
ignate a suitably qualified individual as Scientific Of-
ficer, who will be the principal point of liaison with
applicants for more detailed discussion of issues re-
lated to the content of applications, and who can if
necessary represent the committee at scientific man-
agementdiscussions.Dependingontheirbackground
and personal expertise, this could be the Chair, Vice-
Chair or Administrator, but need not necessarily be
so. This work may be shared by other RECmembers.

6.14 The process for appointment of all officers shall be
laid down in the standard operating procedures.
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Deputies

6.15 Whereamemberprovidesuniqueexpertise totheREC
(e.g. pharmacy or statistical advice) the REC may, if
necessary,makearrangements toappointdeputies for
individualmembersof thecommittee.Thesedeputies
musthaveundergone thesamerecruitment, selection
and appointment procedure as the namedmembers,
and must also have been trained in ethical review.
When deputising, these members are considered full
members of the committee. The names of deputies
should be recorded in the Annual Report.

6.16 However, attendance of themember at the scheduled
meetings must be of sufficient frequency to ensure
their effective contribution to the work of the com-
mittee.

Observers

6.17 Observers, who shall play no part in the committee’s
deliberations, may be invited subject to the minuted
agreement of the REC, and subject to written invi-
tation giving the terms under which observer status
is permitted. Such observers should have no vested
interest in, or scientific or management responsibil-
ity for, any applications being considered. Observers
should be allowed only if they accept in writing the
same duty of confidentiality as RECmembers.

7 Working procedures

7.1 Good standard operating procedures and accurate
record keeping are important. Standard operating pro-
cedures shall be drawn up in line with national guid-
ance, and approved by the appointing Authority. These
standard operating procedures should be publicly
available.

7.2 RECs shall have standard operating procedures that
state:
� the Authority under which the REC is established
� the functions and duties of the REC
� membership requirements
� the terms and conditions of appointment
� the officers and the structure of the secretariat
� internal procedures
� quorum requirements
� procedures for considering applications

7.3 Standard operating procedures shall be compatible
with European and UK law, and, where appropriate,
to the relevant provisions in Good Clinical Practice.

7.4 RECs shall act in accordance with their written stan-
dard operating procedures. The appointing Authority
is responsible for the governance of the REC in this
respect, and should ensure that account is taken of all
guidance issued by the Department of Health.

7.5 AnRECshallmake itsdecisionsat scheduledmeetings
at which a quorum is present.

7.6 All reimbursement for work or expenses, if any, within
or related to an REC should be recorded and made
available, by the Authority, to the public on request.

7.7 TheRECshouldkeepa registerof all theproposals that
come before it. This register will be available for pub-
lic consultation. Appropriate sections shall be shared
with the relevantNHSbodies hosting the research, for
the purposes of governance and management. The
register should form the basis of the REC’s Annual
Report to its appointing Authority.

7.8 An REC should retain all relevant records for a period
of at least three years after completion of a research
project, andshouldmake themavailableuponrequest
to any regulatory authorities.

7.9 The REC should always be able to demonstrate that it
has acted reasonably in reachingaparticulardecision.
When research proposals are rejected by the REC, the
reasons for that decision should be made available to
the applicant.

7.10 RECs should consider valid applications in a timely
manner. A decision should be reached and communi-
cated to the applicant within 60 calendar days of the
submission of a valid application.

7.11 After an initial review, any furtherwritten information
or clarification may be requested from the applicant
on one occasion only. During this period, the time-
frame is suspended and does not recommence until
a response satisfactory to the REC is received. A final
decision should then be made and communicated to
the applicant within the total of 60 days. For multi-
centre research, this time frame includes considera-
tion of the locality issues.

7.12 Amendments submittedonce the researchhas started
shall be considered at its nextmeeting by the REC that
approved theoriginalprotocol, andananswergiven to
the applicantwithin a total of 35days.However,where
the amendment is substantial (for example requiring
additional interventions to research participants), it
mayneed tobe treatedby theRECasanewapplication
requiringfullethicalreviewwithinthestandard60-day
time frame.

7.13 It follows that there should be a sufficient frequency
of REC meetings within a Health Authority “site”
to complete the business in a timely manner. It is
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recommended that individual RECs meet monthly,
but that the timing of meeting of the individual RECs
withinoneHealthAuthority“site”shouldbestaggered.

7.14 Any local procedures for expedited review (where ap-
propriate) outside the normal committee cycle shall
be described in the standard operating procedures.
(See Section B).

7.15 The ethical review by the REC should occur in par-
allel with the consideration of the proposed research
by NHS host organisations (usually by its R&D Direc-
torate) andany relevant regulatory authorities, e.g. the
Medicines Control Agency.

7.16 An REC should not be expected to accept a workload
that compromises the quality of ethical review. When
this is likely, the Authority should establish additional
RECs, or make formal arrangements for other RECs
(e.g. fromneighbouringHealthAuthorities) toprovide
an opinion.

Confidentiality of proceedings

7.17 REC members do not sit on the committee in any
representative capacity and need to be able to dis-
cuss freely the proposals that come before them. For
these reasons REC meetings will normally be held in
private.

7.18 However, a summaryof details of the application shall
be made publicly available once the final decision on
the application is ratified by the REC. These shall in-
clude:
� the names of the researcher and sponsor
� and of the research site
� a simple summaryof the researchproposal compre-
hensible to a lay person

� the issues discussed by the committee and the com-
mittee’s conclusions

� and its overall opinion.

Producing an annual report

7.19 Within sixmonths of the endof eachfinancial year, an
LRECshould submit its Annual Report to the appoint-
ing Authority, which shall consider it at a scheduled
openmeetingof theAuthority towhich theRECmem-
bers are invited. In the case of LRECs, copies should
be sent to all the NHS bodies within the Authority’s
boundaries.

7.20 The report, which should be available for public in-
spection, should include:
� the names, affiliations and occupations of commit-
tee members and of deputies (if used)

� number and dates of meetings held
� attendance of members
� a list of proposals considered, and the decisions
reached on each

� the time taken from acceptance of application to
final decision on each proposal

� a list of projects completedor terminatedduring the
year

� the training undertakenby the committee andby its
members

7.21 Similarly, eachMREC shall produce its Annual Report
(to include the same category items) for presentation
to the Department of Health, and for publication.

Advice to non-NHS bodies

7.22 Not all medical, other health-related or social care re-
search takes place within the NHS or public sector
Social Services. All those conducting such external re-
search should be encouraged to submit their research
proposals to an NHS REC for advice, and the REC
shouldaccept for considerationall suchvalid applica-
tions that meet the relevant standards. In such cases,
the REC should report to the appointing Authority the
cost of its work so that the cost can be recovered from
the outside body conducting the research, if appro-
priate.

Following up and reports

7.23 Once the REC has given a favourable opinion, the re-
searcher is required to notify the committee, in ad-
vance, of any proposed deviation from the original
protocol. The committee may then wish to review its
decision.

7.24 No deviation from, or changes to, the protocol shall
be initiated by the researcher without the prior writ-
tenapprovalof theREC,savewhere this isnecessary to
eliminate immediate hazards to research participants
or when the change involves only logistical or admin-
istrative aspects of the research. In these cases, the
changes may be implemented immediately, but the
REC must be informed within seven days. The REC
may then reconsider its opinion.

7.25 The research sponsor is responsible for ensuring that
arrangements are in place to review significant devel-
opments as the research proceeds (particularly those
which put the safety of individuals at risk) and to ap-
prove any modifications to the design of the research
protocol. These modifications must be submitted to
the REC and a favourable opinion obtained before
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implementation (except when there are immediate
hazards to research participants, when the process
laid out in 7.24 above shall apply).

7.26 The REC should indicate at the time of approval any
progress reports it requires from time to time from the
applicant. It shall request a final report to be delivered
within three months of completion.

7.27 TheRECshall require,asaminimum,anannual report
fromtheresearcher, andshall reconsider itsopinionat
that stage.Where the REC considers the degree of risk
demands it, more frequent reports and subsequent
interim review shall be required.

7.28 Where the research is terminated prematurely, a re-
port shall be required within 15 days, indicating the
reasons for early termination.

7.29 RECsmay also ask to receive reports of inspections by
other authorities.

7.30 Reports to the committee should also be required if
there are any other unusual or unexpected results
which raise questions about the safety of the research.
(See Section B for further details).

7.31 Reports on success (or difficulties) in recruiting par-
ticipants provide the REC with useful feedback on
perceptions of the acceptability of the project among
potential research participants. RECs may wish to re-
quest suchreportswhere theyanticipatepotentialdif-
ficulties.

7.32 On the basis of any such reports, the RECmaywish to
review its decision. Failure to produce such required
reports without a reason acceptable to the REC may
result in suspension of the REC’s favourable opinion,
in which case the research must cease.

7.33 Other than by means of these required progress re-
ports, the REC has no responsibility for pro-active
monitoring of research, the accountability for which
lies with the host NHS institution, but the REC may
wish to be reassured of the process for such monitor-
ing in certain specific cases.

7.34 A member of an REC who becomes aware of a pos-
sible breach of good practice in research should re-
port this initially to the Chair and Administrator of
the REC, who shall inform the appointing Authority.
TheAuthority’sofficers shallbeaccountable for taking
appropriate action.

Second ethical review when an REC declines to give
a favourable opinion

7.35 Exceptionally, a further review of the protocol may be
undertakenby a secondREC. (Details of the procedure
for a second REC review are given in Section B).

8 Multi-centre research

8.1 For thepurposeof ethical reviewof research, a research
“site” is defined as the geographical area covered by a
single Health Authority, and includes all the research
institutions and localities within it. (See also paragraph
3.5).

8.2 For the present, multi-centre research will continue to
be defined as research carried out within five or more
“sites”, i.e. the area covered by five or more Health
Authority boundaries, irrespective of the number of
LRECs within each Authority.

8.3 For research taking place in from two to four sites, ap-
plication should be made to one LREC within each
of the Health Authority boundaries. However, when a
favourable opinion has been obtained from the first
Health Authority’s LREC, the second, third and fourth
Health Authorities may, on the advice of their own
LRECs, accept that opinionwith further reviewby their
own LREC only of the “locality issues”. (Further details
of this process, which is similar to that which currently
operates with MRECs, are provided in Section B).

8.4 If recruitment is planned in five (or more) sites, irre-
spective of whether existing LREC approval in up to
four sites has been already given, application is then
required to a Multi-centre Research Ethics Committee
(MREC). A favourable opinion of anMREC then covers
the whole of the United Kingdom.

8.5 If theMRECdeclines togivea favourableopiniononthe
application, anyexistingapprovalbyLRECsstill stands,
but those LRECs shall be informed of theMREC’s deci-
sion (and its reasons).

8.6 Once an MREC has declined approval, no further ap-
plication using the same proposal may bemade to any
LREC.

Consideration of “locality’’ issues

8.7 TheMREC (or “lead” LREC – see 8.3 above) undertakes
the review of the ethics of the research protocol, in-
cluding the content of the patient information sheet
and consent form. No further ethical review of these
items shall be undertaken by other RECs (except in the
process of a “second review” described in 7.35 above).

8.8 The “locality issues” are limited to:
� the suitability of the local researcher
� the appropriateness of the local research environ-
ment and facilities

� specific issues relating to the local community, in-
cluding the need for provision of information in lan-
guages other than English
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8.9 The LREC should satisfy itself that the “locality is-
sues” have been adequately considered, and that it
canapprovethem.Inundertakingconsiderationof the
“locality issues” the REC should work closely with the
NHShost organisation,whichalsohas a responsibility
for research conduct and safety.

8.10 LRECs and local NHS trusts should set up adminis-
trative mechanisms to facilitate such joint working.
The detailed assessment of the “locality issues” may
be undertaken on behalf of the NHS either directly by
an LREC itself (or its officers), or by the NHS host (if
it is a Trust) with the prior agreement of the LREC. In
the latter case the Trust shall inform the LREC of the
outcome of the process. The LREC shall consider the
advice of the Trust and, if accepted, shall record its
approval in LRECminutes. For multi-centre research,
the research may not proceed until the LREC has in-
formed the approving MREC of its lack of objection
with respect to the “locality issues”. (Further details of
this process are described in Section B).

8.11 The consideration of “locality issues” should occur in
parallel with the consideration of ethical review of the
research protocol by the MREC or “lead” LREC.

8.12 The decision on the “locality issues” should be made
and communicatedwithin 60 days of receipt of a valid
application for this purpose.

Multi-centre research where there is no “local’’
researcher

8.13 Formulti-centre researchwhere there is no “ local” re-
searcher, andwhere this is confirmedby theMREC (or
“lead” LREC – see 8.3 above) during its review of the
research protocol, no specific consideration of “local-
ity” issues by an LRECmay be needed and the overall
process of reviewmay thus be expedited. Approval by
the host NHS organisation is still required before the
researchmay proceed. (Details of the operational pro-
cess are given in Section B).

9 The process of ethical review of a research protocol

The review

9.1 All properly submitted and valid applications shall
be reviewed in a timely fashion and according to an
established review procedure described in the REC’s
standard operating procedures. A valid application is
one which has been submitted by an appropriate in-
vestigator, is complete, with all the necessary docu-
ments attached, and is signed and dated.

9.2 RECs shall meet regularly on scheduled dates that are
announced in advance.Meetings shouldbeplanned in
accordance with the needs of the workload, but RECs
must meet the time standards for review.

9.3 RECmembers shouldbegivenenough time inadvance
of the meeting to review the relevant documents.

9.4 Meetings shall be minuted. There should be an ap-
proval procedure for the minutes.

9.5 The applicant (and if appropriate, the sponsor and/or
other investigators) shall be invited to be available to
elaborate onor clarify specific issues as requiredby the
REC at its meeting. An REC should not cause unnec-
essary delay by deferring consideration of an applica-
tionwhen thenecessary further information it requires
couldhavebeenobtained fromtheapplicantat thefirst
reviewmeeting.

9.6 Independent expert referees may be invited by the
Chairman to attend the meeting or to provide written
comments, subject to applicable confidentiality agree-
ments.

Elements of the review

9.7 The primary task of an REC lies in the ethical review of
research proposals and their supporting documents,
with special attention given to the nature of any inter-
vention and its safety for participants, to the informed
consent process, documentation, and to the suitability
and feasibility of the protocol.

9.8 The Research Governance Framework makes it clear
that the sponsor is responsible for ensuring the quality
of the science. Paragraphs 2.3.1 and 2.3.2 state that:
� “It is essential that existing sources of evidence, es-
pecially systematic reviews, are considered carefully
prior to undertaking research. Research which du-
plicates other work unnecessarily or which is not of
sufficient quality to contribute something useful to
existing knowledge is in itself unethical.

� All proposals for health and social care researchmust
be subjected to reviewbyexperts in the relevantfields
able to offer independent advice on its quality. Ar-
rangements for peer review must be commensurate
with the scale of the research.”

9.9 Thus, protocols submitted for ethical review should al-
ready have had prior critique by experts in the relevant
research methodology, who should also comment on
the originality of the research. It is not the task of an
REC to undertake additional scientific review, nor is it
constituted to do so, but it should satisfy itself that the
review already undertaken is adequate for the nature
of the proposal under consideration.
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9.10 If the committee is of the opinion that the prior
scientific review commensurate with the scale of the
research is not adequate (including adequate statis-
tical analysis), it should require the applicant to re-
submit the applicationhavingobtained further expert
review.

9.11 Inaddition toconsideringprior scientific review,RECs
need to take into account the potential relevance of
applicable laws and regulations. It is not the role of
the REC to offer a legal opinion, but it may advise the
applicant and the host NHS body whenever it is of
the opinion that further expert legal advice might be
helpful to them.

Requirements for a favourable opinion

9.12 Before giving a favourable opinion, the REC should
be adequately reassured about the following issues,
as applicable:

9.13 Scientific design and conduct of the study:
a. the appropriateness of the study design in relation to
the objectives of the study, the statistical methodology
(including sample size calculation where appropriate),
and the potential for reaching sound conclusions with
the smallest number of research participants

b. the justification of predictable risks and inconveniences
weighedagainst theanticipatedbenefits for the research
participants, other present and future patients, and the
concerned communities

c. the justification foruseofcontrolarms in trials, (whether
placebo or active comparator), and the randomisation
process to be used

d. criteria for prematurely withdrawing research partici-
pants

e. criteria for suspending or terminating the research as a
whole

f. the adequacyofprovisionsmade formonitoring andau-
diting the conduct of the research, including the consti-
tution of a data safety monitoring committee (DSMC)

g. the adequacy of the research site, including the support-
ing staff, available facilities, and emergency procedures.
For multi-centre research, these locality issues will be
considered separately from the ethical review of the re-
search proposal itself

h. the manner in which the results of the research will be
reported and published.

9.14 Recruitment of research participants
a. the characteristics of the population from which the re-
searchparticipantswill bedrawn (includinggender, age,

literacy, culture, economic status and ethnicity) and the
justification for any decisions made in this respect

b. themeans bywhich initial contact and recruitment is to
be conducted

c. themeansbywhich full information is to be conveyed to
potential research participants or their representatives

d. inclusion criteria for research participants
e. exclusion criteria for research participants.

9.15 Care and protection of research participants
a. the safety of any intervention to be used in the proposed
research

b. the suitability of the investigator(s)’s qualifications and
experience for ensuring good conduct of the proposed
study

c. any plans to withdraw or withhold standard therapies
or clinicalmanagement protocols for the purpose of the
research, and the justification for such action

d. the health and social care to be provided to research
participants during and after the course of the research

e. the adequacy of health and social supervision and psy-
chosocial support for the research participants

f. steps to be taken if research participants voluntarily
withdraw during the course of the research

g. the criteria for extended access to, the emergencyuse of,
and/or the compassionate use of study products

h. the arrangements, if appropriate, for informing the re-
search participant’s general practitioner, including pro-
cedures for seeking the participant’s consent to do so

i. a description of any plans to make the study product
available to the research participants following the re-
search

j. a description of any financial costs to research partici-
pants

k. the rewardsandcompensations (if any) for researchpar-
ticipants (including money, services and/or gifts)

l. whether there is provision in proportion to the risk
for compensation/treatment in the case of injury/
disability/death of a research participant attributable to
participation in the research; the insurance and indem-
nity arrangements

m. the nature and size of any grants, payments or other re-
ward to be made to any researchers or research hosts

n. circumstances that might be lead to conflicts of inter-
est that may affect the independent judgement of the
researcher(s).

9.16 Protection of research participants’ confidentiality
a. a description of the personswhowill have access to per-
sonal data of the research participants, including medi-
cal records and biological samples
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b. themeasures taken to ensure the confidentiality and se-
curity of personal information concerning research par-
ticipants

c. the extent to which the information will be anonymised
d. howthedata/sampleswillbeobtained,andthepurposes
for which they will be used

e. how long the data/samples will be kept
f. to which countries, if any, the data/samples will be sent
g. the adequacy of the process for obtaining consent for
the above.

9.17 Informed consent process
a. a full description of the process for obtaining informed
consent, including the identification of those responsi-
ble for obtaining consent, the time-frame inwhich itwill
occur, and theprocess forensuringconsenthasnotbeen
withdrawn

b. the adequacy, completeness and understandability of
written and oral information to be given to the research
participants, and, when appropriate, their legally ac-
ceptable representatives

c. clear justification for the intention to include in the re-
search individuals who cannot consent, and a full ac-
count of the arrangements for obtaining consent or au-
thorization for the participation of such individuals

d. assurances that research participants will receive infor-
mation that becomes available during the course of the
research relevant to their participation (including their
rights, safety and wellbeing)

e. the provisions made for receiving and responding to
queries and complaints from research participants or
their representatives during the course of a research
project.

9.18 Community considerations
a. the impact and relevance of the research on the local
community and on the concerned communities from
which the research participants are drawn

b. the steps which had been taken to consult with the con-
cerned communities during the course of designing the
research

c. the extent to which the research contributes to capac-
ity building, such as the enhancement of local health-
care, research, and theability to respond topublichealth
needs

d. a description of the availability and affordability of any
successful studyproduct to the concerned communities
following the research

e. the manner in which the results of the research will be
made available to the researchparticipants and the con-
cerned communities.

Expedited review

9.19 RECs shall establish any procedures necessary for
the expedited review of research proposals. (See
Section B ). These procedures, which should be de-
scribed in full in the Standard Operating Procedures,
should specify the following:

a. the nature of the applications, amendments, and
other considerations that will be eligible for expe-
dited review

b. the quorum requirements for expedited review
c. the status of decisions (e.g. whether requiring con-
firmation by the full REC or not)

Decision-making

9.20 In making decisions on applications for the ethical
review of research, an REC should take the following
into consideration:

a. a member should withdraw from the meeting for
the discussion and decision procedure concerning
an application where there arises a conflict of in-
terest; the conflict of interest should be indicated
to the Chair prior to the review of the application,
and recorded in the minutes

b. an REC should not review an application in which
oneof itsownmembers isanamedresearcher; such
applications should be submitted to another REC

c. by invitation of the Chair, independent experts or
others may take part in the discussion of the pro-
posal at the REC meeting; however, a final deci-
sion may only be taken when sufficient time has
been allowed for review and discussion of an ap-
plication in the absence of non-members (e.g. the
investigator, representatives of the sponsor, inde-
pendent experts) from the meeting, with the ex-
ception of REC administrative staff and approved
observers

d. decisions should only be made at meetings where
a quorum is present

e. the documents required for a full review of the ap-
plication shall be complete and the relevant ele-
ments mentioned above should be considered be-
fore a decision is made

f. written comments from absent members shall be
allowed to inform the discussion, but only those
members who actually participate in the review by
thecommitteeat itsmeetingshallparticipate in the
decision

g. thereshouldbeapre-determinedmethodforarriv-
ing at a decision; it is recommended that decisions
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be arrived at through consensus where possible.
Where a consensus is not achievable, the REC
should vote.

9.21 Advice that is not binding may be appended to the
decision.

9.22 In casesof conditional decisions, clear suggestions for
revision and the procedure for having the application
re-reviewed should be specified.

9.23 An unfavourable opinion on an application should be
supported by clearly stated reasons.

10 Submitting an application

10.1 The application shall be submitted by the “principal
investigator” who is the person designated as taking
overall responsibility within the team of researchers
for the design, conduct and reporting of the study.
It follows that the applicant should be of adequate
qualification and expertise to fulfil this important
role.

10.2 Where a potential applicant is inexperienced, there
shouldbean identified supervisor of adequatequality
and experience whowill counter-sign the application
form, and then share the responsibility for the ethi-
cal and scientific conduct of the research. A current
signed CV of the supervisor should be submittedwith
the application.

10.3 RECs should ensure that their requirements for sub-
mitting an application for review are described in
an application procedure that is readily available to
prospective applicants.

10.4 Research to be undertaken by students primarily
for educational purposes (e.g. as a requirement for a
University degree course) shall be considered accord-
ing to the same ethical and operational standards as
are applied to other research. In such cases the super-
visor takes on the role and responsibilities of the
sponsor. In reaching its decision, the REC will wish to
consider the broader overall benefits gained by such
research.

Application requirements

10.5 These shall be published by the REC and shall include
the following:

a. the name(s) and address(es) of the REC secretariat
to which the application is to be submitted

b. the application form
c. the format for submission
d. any additional documentation

e. the language(s) in which core document(s) are to
be submitted

f. the number of copies to be submitted
g. the deadlines for submission of the application in
relation to the review dates

h. the means by which the application will be ac-
knowledged, including the communication of the
incompleteness of the application

i. the expected time for notification of the decision
following review

j. the time frame to be followed in cases where
the REC requests supplementary information or
changes to the documents from the applicant

k. thefeestructure, ifany, forreviewinganapplication
l. the application procedure for amendments to the
protocol, the recruitment material, the potential
researchparticipant information, and the informa-
tion or methods used to obtain consent

m. the process for addressing any disputed decisions.

The documentation

10.6 All documentation required for a thorough and com-
plete review of the ethics of proposed research should
be submitted by the applicant. This may include, but
is not limited to:
a. signed and dated application form
b. theprotocolof theproposed research (clearly iden-
tified and dated), together with supporting docu-
ments and references, and details of any previous
scientific peer review

c. a summary, synopsis or diagram (“flow-chart”) of
the protocol in non-technical language

d. adescriptionof theethical considerations involved
in the research

e. diary cards and other questionnaires intended for
research participants

f. when the research involves a study product (such
as a pharmaceutical or device under investiga-
tion), an adequate summary of all safety, pharma-
cological, pharmaceutical and toxicological data
available on the study product, together with the
summary of the clinical experience with the study
product to date (e.g. recent investigators brochure,
published data, a summary of the product’s char-
acteristics)

g. the applicant(s)’s current curriculum vitae (up-
dated, signed and dated).

h. material to be used (including advertisements) for
the recruitment of potential research participants

i. a full descriptionof theprocess toobtainanddocu-
ment consent
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j. written and other forms of information for po-
tential research participants (clearly identified and
dated) in the language(s) understood by the po-
tential research participants and, when required,
in other languages

k. informed consent form (clearly identified and
dated) in the language(s) understood by the po-
tential research participants and, when required,
in other languages

l. astatementdescribinganycompensationforstudy
participation (including expenses, and access to
medical care) to be given to research participants.

m. a description of the arrangements for indemnity, if
applicable

n. a description of the arrangements for insurance
coverage for research participants, if applicable

o. a statement of agreement to comply with ethical
principles set out in relevant guidelines, and the
identity of such guidelines

p. all significant previous decisions (e.g. those lead-
ing to a negative decision or a modified proto-
col) by other RECs or regulatory authorities for
the proposed study (whether in the same location
or elsewhere) and an indication of the modifica-
tion(s) to the protocol made on that account. The
reasons for previous negative decisions should be
provided.

11 Glossary

11.1 Clarification is given here of the meaning of some of
the terms as used in this document, and as used in
the Research Governance Framework for Health and
Social Care. These meanings are broadly compatible
with their use in other regulatory documents. Some-
times such documents use alternative words.

11.2 For some definitions, a list of some “Key responsibili-
ties” is also givenwhere they are relevant to the role of
Research Ethics Committees. It should be noted that
the responsibilities as listed here are not comprehen-
sive, and further reference should bemade to the text
of theResearchGovernance Framework forHealth and
Social Carewhere there is a complete description.

11.3 Participants: – patients, users, relatives of the de-
ceased, professional carers or members of the pub-
lic agreeing to take part in the study. In some legal
and regulatory documents the term “subject” is used
instead.

11.4 Research Ethics Committee – the committee con-
vened to provide independent advice to partici-
pants, researchers, funders, sponsors, employers, care

organisationsandprofessionalsontheextenttowhich
proposals for the study comply with recognised ethi-
cal standards.
∗Key responsibilities:
� ensuring that the proposed research is ethical and
by so doing, protects the dignity, rights, safety and
well-being of participants

� providing public reassurance of that protection
11.5 Principal Investigator – the person designated as

taking overall responsibility within the team of re-
searchers for the design, conduct and reporting of the
study.
Researchers – those conducting the study at individ-
ual sites.
∗Key responsibilities:
� developing proposals that are ethical and seeking
research ethics committee approval

� conducting research to the agreed protocol and in
accordance with legal requirements and guidance
e.g. on consent

� ensuring participant welfare while in the study
� feeding back results of research to participants

11.6 Funder(s) – organisation(s) providing funding for the
study through contracts, grants or donations to anau-
thorisedmember of either the employing and/or care
organisation.
Sponsor – the individual, company, institution or or-
ganisation which takes responsibility for the initia-
tion, management and/or financing of a clinical trial.
The sponsor takes primary responsibility for ensuring
that the design of the study meets appropriate stan-
dards and that arrangements are in place to ensure
appropriate conduct and reporting; the sponsor
is usually, but does not have to be, the main
funder.
∗Key responsibilities:
� assuring the scientific quality of proposed research
� ensuring research ethics committee approval ob-
tained

� ensuring arrangements in place for the manage-
ment andmonitoring of research

11.7 EmployingOrganisation(s) – the organisation(s) em-
ploying the principal investigator and/or other re-
searchers. The organisation employing the principal
investigator will normally hold the contract(s) with
the funder(s) of the study. Organisations holding con-
tracts with funder(s) are responsible for the manage-
ment of the funds provided.
∗Key responsibilities:
� promoting a quality research culture
� ensuring researchers understand and discharge
their responsibilities
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� taking responsibility for ensuring the research is
properly managed and monitored where agreed
with sponsor

11.8 Care Organisation – the organisation(s) responsible
for providing care topatients and/orusers andcarers
participating in the study.
ResponsibleCareProfessional – thedoctor, nurse or
social worker formally responsible for the care of the
participant while they are taking part in the study
∗Key responsibilities:
� ensuring that research using their patients, users,
carers or staff meets the standard set out in the RGF
(drawingon theworkof the researchethics commit-
tee and sponsor)

� ensuring research ethics committee approval ob-
tained for all research

� retaining responsibility for research participants’
care

11.9 Favourable opinion – the term used to describe the
decision reached by a Research Ethics Committee
that theproposed research complieswith recognised
ethical standards.

11.10 Approval – a term in common usage which merely
affirms that the REC has given a favourable opinion.

It should be noted that, by itself, such approval by
an REC does not entitle a researcher to proceed with
the research.All research takingplacewithin theNHS
additionally requires the “approval” of the host NHS
organisation – this is an absolute requirement. To
proceed without this would constitute researchmis-
conduct.
Certain types of research will also require the “ap-

proval” of other authorities (e.g. the Medicines Con-
trol Agency).

11.11 Rejection – the term used to describe the decision
reachedbyaResearchEthicsCommittee that thepro-
posed research does NOT comply with recognised
ethical standards. Whatever other approval might
have been gained, the research may NOT proceed
within the NHS.

11.12 Health Authority – a body established by the NHS
to oversee health matters for the population of a de-
fined area. At present these are “District Health Au-
thorities” but from April 2002, these will be replaced
by “ Strategic Health Authorities”. The term “Health
Authority” as used in this document refers to the cur-
rent organisationsuntil April 2002, and subsequently
to the Strategic Health Authorities.
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Research governance framework

Research is essential to the successful promotion of health
andwell-being.Manyof thekeyadvances inthe lastcentury
havedependedonresearch, andhealthandsocial carepro-
fessionalsandthepublic theyserveare increasingly looking
to research for further improvements.
This country is fortunate to be able to draw upon a wide

range of researchwithin thehealth and social care systems.
Most of this is conducted tohigh scientific andethical stan-
dards. However, recent events have made us all painfully
aware that research can cause real distress when things go
wrong. The proper governance of research is essential to
ensure that the public can have confidence in, and benefit
from, health and social care research.
This Research Governance Framework reflects a wide

range of discussions with the NHS and all the Depart-
mentofHealth’spartners inhealthandsocial care research.
We have considered carefully the responses to our ear-
lier consultation and the issues raised in meetings with
stakeholders.
Iamgrateful toallwhohavehelpeduswiththis important

task. We now need to continue to work together to ensure
that this Research Governance Framework for Health and
SocialCare is implemented successfully. In thisway,wecan
provide the public with the reassurance it has the right to
expect,andensure thatwecancontinuetoreapthebenefits
of research.

Lord Hunt of Kings Heath
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This document builds on a range of earlier published work
and draws extensively on the following documents:

The NHS Plan 2000

Research and Development for a First Class 2000
Service – R&D Funding in the New NHS

An Organisation with a Memory – Report of an 2000
expert group on learning from adverse events
in the NHS

A First Class Service: Quality in the New NHS 1998

Clinical Governance – Quality in the New NHS 1998

The New NHS: Modern and Dependable 1997

A Quality Strategy for Social Care 2000

Modernising Social Services 1998

All the above are available on www.doh.gov.uk

Valuing Diversity –
Equality and Diversity in Policy Making 2000

Diversity in the Civil Service/Public Service 2000
www.cabinet-office.gov.uk

OST Guideline on Use of Scientific Advice in 2000
Policy Making
http://www.dti.gov.uk/ost/ostbusiness/
index policy making old.htm

MRC Guidelines for Good Clinical Practice 1998
in Clinical Trials http://www.mrc.ac.uk

Research Governance

� Sets standards
� Defines mechanisms to deliver standards
� Describes monitoring and assessment arrangement
� Improves research quality and safeguards the public
by:
- Enhancing ethical and scientific quality
- Promoting good practice
- Reducing adverse incidents and ensuring lessons
are learned

- Preventing poor performance andmisconduct
� Is for all those who:

- Participate in research
- Host research in their organisation
- Fund research proposals or infrastructure
- Manage research
- Undertake research

� Is for managers and staff, in all professional groups,
no matter how senior or junior.

1 Purpose and scope

1.1 TheGovernment iscommittedtoenhancingthecontri-
bution of research to health and social care, and to the
partnership between services and science. Research is
essential to the successful promotion and protection
of health and well-being and to modern and effective
health and social care services. At the same time, re-
search can involve an element of risk, both in terms of
return on investment and sometimes for the safety and
well-being of the research participants. Proper gover-
nance of research is therefore essential to ensure that
the public can have confidence in, and benefit from,
quality research in health and social care. The public
has a right to expect high scientific, ethical and finan-
cial standards, transparentdecision-makingprocesses,
clear allocation of responsibilities and robustmonitor-
ing arrangements.

1.2 Thisdocumentsetsouta framework for thegovernance
of research in health and social care. The standards in
this framework apply to all research which relates to
the responsibilities of the Secretary of State forHealth –
that is research concernedwith theprotectionandpro-
motion of public health, research undertaken in or by
the Department of Health, its non-Departmental Pub-
lic Bodies and the NHS, and research undertaken by or
within social care services that might have an impact
on the quality of those services. This includes clinical
andnon-clinical research, researchundertakenbyNHS
staff using NHS resources, and research undertaken by
industry, the charities, the research councils and uni-
versities within the health and social care systems.

1.3 The framework is offeredas amodel for the governance
of research in other areas where poor practice could
have a direct impact on the health or well-being of the
public.

1.4 The framework is of direct relevance to all those who
host, conduct, participate in, fund and manage health
and social care research. It is not restricted to princi-
pal investigators, managers or to any one professional
group. All service and academic staff, no matter how
senior or junior, have a role to play in the proper con-
duct of research. Participants in research and the pub-
lic in general can also help to ensure that standards are
understood andmet.

1.5 This framework seeks to promote improvements in
research quality across the board. As with clinical
governance and best value in social care, research gov-
ernance involves bringing general performance up to
that of those at the leading edge. The framework pro-
vides a context for the encouragement of creative and
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innovative research and for the effective transfer of
learning, technology and best practice to improve
care.

1.6 The framework also aims to prevent poor perfor-
mance, adverse incidents, research misconduct and
fraud, and to ensure that lessons are learned and
shared when poor practice is identified. Achievement
of these aims, drawing on the work of the Chief Med-
ical Officer’s expert group on learning from adverse
events1, will promote goodpractice, enhance the ethi-
cal and scientific quality of research and safeguard the
public.

1.7 Health and social care generate and drawupon awide
rangeof innovativeworkand ideas fromprofessionals,
organisations and the public. Services must promote
innovation and its benefits whilst protecting partic-
ipants from risk and waste. Innovation embraces a
much wider range of activities than those managed
formally as research. Research can be defined as the
attempt to derive generalisable new knowledge by ad-
dressingclearlydefinedquestionswithsystematicand
rigorous methods.

1.8 This document sets out the responsibilities and stan-
dards that must be applied to work managed within
the formal researchcontext.Otherdocumentsonclin-
ical governance and on quality in the NHS and so-
cial care set out standards and systems for assuring
the quality of innovative work in non-research
contexts.

1.9 In common with other quality assurance and gover-
nance systems, this research governance framework
describes:
� arrangements to define and communicate clear
quality standards;

� deliverymechanisms to ensure that these standards
are met, and

� arrangements to monitor quality and assess adher-
ence to standards nationally.

1.10 Recent enquiries into adverse incidents relating to re-
search have criticised the lack of clarity in relation
to responsibilities and accountabilities for research in
healthandsocialcare.This isofparticular importance,
given the verywide range of individuals and organisa-
tions that can be involved. The framework pays par-
ticular attention to clarifying responsibilities and ac-
countabilities.

1.11 Listed are some of the individuals and organisations
involved in health and social care research:

1 An Organisation with a Memory – Report of an expert group on

learning from adverse events in the NHS, 2000.

� Patients/users, their relatives andorganisations rep-
resenting them.

� The public.
� Research workers.
� Universities.
� Research charities.
� Research councils.
� Health and social care professionals and profes-
sional organisations.

� Health and social care organisations.
� Local authorities.
� The pharmaceutical and other industries.
� Department of Health.

1.12 Achieving high quality in research depends on co-
operation between all those involved. Figure 1 illus-
trates how the Department of Health will continue to
work with patients, users and care professionals, the
public and its research partners to develop and imple-
ment this research governance framework to assure
quality in health and social care research.

1.13 Following the model in Fig. 29.1 the remainder of this
document is structured as follows:
� Section 2 (with the Annex) sets out standards.
� Section 3 details responsibilities.
� Section 4 outlines delivery systems, and
� Section 5 describes local and national monitoring
systems.

2 Standards

2.1 Introduction

2.1.1 Clinical governance aims to continually improve the
overall standards of clinical care in the NHS and to
reduce unacceptable variations in clinical practice. A
comparable strategy is inplace to improve thequality
of social careservices.Correspondingly, researchgov-
ernance isaimedatcontinuous improvementof stan-
dardsand the reductionofunacceptable variations in
research practice across health and social care.

2.1.2 Standards for research governance are set out in the
Annex and include legislative requirements, Depart-
ment of Health requirements and other helpful guid-
ance produced from a variety of established sources.
Professional judgement is necessarily involved in
the interpretation of many aspects of the guidance.
Quality in research therefore depends on those re-
sponsible being appropriately qualified with the rel-
evant skills and experience to use their professional
judgement effectively in the delivery of dependable
research.
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Figure 1 Research governance framework for health and social care

2.1.3 Health and social care research is not the province
of a single discipline, profession or organisation
and no single document adequately captures the
full range of legislation, standards and guidelines
that need to be applied across this wide rang-
ing body of work. They are presented here in five
domains:
� Ethics.
� Science.
� Information.
� Health, Safety and Employment.
� Finance and Intellectual Property.
Where available, appropriate website addresses have
been included to enable access to the current stan-
dards, legislation and guidance listed in the domains.
Where these relate to more than one domain they
have been cross-referenced.

2.1.4 Each domain has been grouped as follows:
� standards set out in legislation and regulations;
� other standards required by the Department of
Health;

� other established standards of good practice from
recognised international and national authorities
and professional organisations.

2.1.5 The contents of the Annex will be updated regularly.
Key and enduring principles in each of the domains
are set out in the following paragraphs.

2.2 Ethics

2.2.1 The dignity, rights, safety and well-being of partici-
pants must be the primary consideration in any re-
search study. Box A describes a scenario to illustrate
good practice in protecting research participants’
rights.

2.2.2 The Department of Health requires that all research
involvingpatients, serviceusers, careprofessionalsor
volunteers, or their organs, tissue or data, is reviewed
independently to ensure it meets ethical standards.

2.2.3 Informed consent is at the heart of ethical research.
All studies must have appropriate arrangements for
obtainingconsent and theethics reviewprocessmust
pay particular attention to those arrangements.

2.2.4 Particular care is needed when research involves tis-
sue or organs of the deceased. The consent of their
relatives must always be obtained, and it must be
recognised that agreeing to such research involves
relatives in difficult choices. Arrangements must be
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Box A Protecting research participants’ rights

What does it really feel like to be asked to participate?

The scenario: A Professor of Social Work was awarded a
grant by the Department of Health to study support
services for adoptive families. The research involved the
study of adopted children and their parents. The study
included children aged between 8 and 14.

The study also involved a survey of, and interviewswith, a
sample of adoptive parents. The research team sent the
adoptive parents a letter and standard information sheet
about the children’s study. The information provided
aimed to help them come to a decision about whether to
support their child’s participation in the research. It
covered the project aims, interview arrangements,
interview topics, and consent and confidentiality. It
invited them to discuss over the’ phone any aspect of the
study with the research team.

Enclosed with the parents’ letter and information sheet
was an information pack for them to pass on to their
child. The letter noted that the child might be puzzled by
its arrival, and suggested that it might be helpful for
them to explain that they have already taken part in the
project. Before handing the pack to their adopted child,
the parents had some questions about the study that the
mother put to the lead researcher over the phone. The
researcher clarified that the mother was speaking for
herself and the child’s adoptive father.

Parent – I’ve read the information, I think I
understand it, but there are a few points I’m not sure
about. I think my child may be keen to take part, but
I’m worried she might find it upsetting.

Researcher – I can’t really say that there’s no possibility
of something coming up that she may find upsetting.
But if your daughter finds a question upsetting she won’t
have to answer it and she can stop the interview at any
time. At the start of the interview we’ll help her to
rehearse telling us that she doesn’t want to answer
particular questions or that she doesn’t want to go on.
In the Information Sheet we noted down some of the
topics we want to cover. Is there anything about your
daughter’s experience that it might be particularly
helpful for the interviewer to be aware of?

Parent – No, I can’t think of anything . . . , but will you
tell me what she says?

Researcher – No, we’ll reassure her that whatever she
says won’t be repeated to you, her teachers, or anyone

else she knows. But we’ll also let her know that she can
tell other people about the interview if she wants to. If
she talks about any problems which it seems you or
other people aren’t aware of, we’ll explore whether she
wants to talk about them with anybody else and, if
appropriate, we’ll gently encourage her to do so. In our
other research with children we’ve found that once
they’ve talked about a problem during an interview
they’re usually quite keen to talk about it with someone
else.

Parent – How do I know it’ll be worthwhile?

Researcher – At the moment we know very little about
children’s view of adoption. We particularly need to
know if support services need to be improved for
adopted children and their families. The study’s been
commissioned by the Department of Health and the
findings will be fed directly into the Government’s
review of adoption. It has undergone ethical
review.

Parent – If she says yes’ can she pull out later?

Researcher – Yes. She can change her mind whenever
she wants. We put that in writing for you and your
daughter.

Parent – When the study’s finished will you tell us what
you’ve found out?

Researcher – Yes, we’ll be writing a summary of our
findings especially written for all the families who’ve
taken part.

Parent – Do I have to make my mind up now?

Researcher – No, we don’t need to know today, but it
would be helpful if we knew by the 20th of next
month – that’s about four weeks away. Think about it
for a while and call me again if you have any more
questions.

Scenario: A week or so later the parent decided to pass
on the information pack about the study to her
eight-year-old daughter. This introduced the research
team and explained that they were writing a book about
adoption. It also explained the purpose and scope of the
interview, and arrangements for gaining their consent
and protecting their confidentiality. A few days later the
child rang with her own questions:
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Child – How long do you want to talk to me?

Researcher – For about an hour, but if you’ve only a few
things to say it could be less than an hour. If you have a
lot to say it could take longer.

Child – Will you tell anyone what I say?

Researcher – Only the people we work with at the
university.

Child – Will you write down what I say?

Researcher – Maybe, but we’d really like to tape what
you say if that’s OK with you.

Child – Will anybody reading the book know me?

Researcher – No one will know your name
except us.

Child – Will you all come to speak to me?
Researcher – No, just one of us.

Child – Can I change my mind?

Researcher – Yes, of course. You can change it at any time.

Child – What if I’m not sure?

Researcher – Take your time. We don’t need to know
straightaway. Talk to someone else about it if that helps,
but it would be helpful if you could let me know in about
three weeks time. If I have not heard from you by 20th, I
will take it that you’ve decided that you don’t want to
take part.

This researcher is trying to do the right things in the right
way. The principles of the research governance
framework are reflected in her practice.

described for the respectful disposal ofmaterial once
the research is completed, and for the reportingof the
findings of the research to relatives.

2.2.5 The appropriate use and protection of patient data is
also paramount. All those involved in research must
be aware of their legal and ethical duties in this re-
spect. Particular attention must be given to systems
for ensuring confidentiality of personal information
and to the security of these systems.

2.2.6 Participants or their representatives should be
involved wherever possible in the design, conduct,
analysis and reporting of research. Social care re-
search has a long tradition of the involvement of
participants in research. The Consumers in NHS Re-
searchGrouphasestablished theprinciple thatmajor
advisory bodies in NHS R&D programmes should
normally have at least two consumer representatives.

2.2.7 Research and those pursuing it should respect the di-
versity of human culture and conditions and take full
accountof ethnicity, gender,disability, ageandsexual
orientation in its design, undertaking, and reporting.
Researchersshould takeaccountof themulti-cultural
nature of society. It is particularly important that the
body of research evidence available to policy makers
reflects the diversity of the population.

2.2.8 Some research may involve an element of risk to
thoseparticipating in it. Riskmust always be kept to a
minimumandexplained clearly to the relevant ethics
committee and to participants. Arrangements for
compensation in the unlikely event of non-negligent
harmmust always be explained.

2.2.9 Some essential research into important illnesses
and treatments can only be conducted with animals.

When considering undertaking researchwhich could
involve the use of animals, wherever possible, alter-
natives such as cells, tissues, computers, bacteria,
andplantsmust beused instead.Where animal use is
unavoidable, there are strict controls, enforcedby the
Home Office. Before a researcher can use animals, a
series of special licences must be obtained; primates
are only to be used if less advanced animals could
not provide the information; researchers must have
the necessary skills, training and experience, and
the research laboratory must have the facilities to
care for the animals properly. In addition, there are
three principles that should be followed: the replace-
ment of animals by non-animal methods wherever
possible; the reduction of numbers to the minimum
necessary to obtain valid results where replacement
is not possible; and refinement of all procedures
to minimise adverse effects. The highest standards
of animal husbandry and welfare under veterinary
supervision must be maintained at all times and an
ethical review process must operate in accordance
with Home Office requirements listed in the Annex.

2.3 Science

2.3.1 It is essential that existing sources of evidence, es-
pecially systematic reviews, are considered carefully
prior to undertaking research. Research which du-
plicates other work unnecessarily or which is not of
sufficient quality to contribute something useful to
existing knowledge is in itself unethical.

2.3.2 All proposals for health and social care researchmust
be subjected to review by experts in the relevant
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fields able to offer independent advice on its quality.
Arrangements for peer review must be commen-
surate with the scale of the research. For example,
manyorganisations allowestablished research teams
to determine details of the elements of an overall
programme of research, which has been reviewed
externally. For many student research projects the
university supervisor may provide an adequate level
of review.

2.3.3 Research involving medicines is regulated under the
Medicines Act2. All trials of new medicinal products
on people must be notified to the Medicines Control
Agency who can offer advice and who undertake
advisory inspections for such trials and the prepa-
ration of products used in them. Similarly, research
involving new medical devices is regulated by the
Medical Devices Agency.

2.3.4 Special regulations govern the use of human em-
bryos, the release of genetically modified organisms
and food or food processes. Further information is
set out in the Annex.

2.3.5 Data collected in the course of research must be
retained for an appropriate period to allow further
analysis by the original or other research teams sub-
ject to consent, and to support monitoring of good
research practice by regulatory andother authorities.
Guidance on storage is set out in the Annex.

2.4 Information

2.4.1 Health and social care research is conducted for the
benefit of patients, users, care professionals, and the
public in general. There should be free access to in-
formation both on the research being conducted and
on the findings of the research, once these have been
subjected to appropriate scientific review. This infor-
mation must be presented in a format understand-
able to thepublic.Reportsneedtobecomprehensible
and take language and other needs into account.

2.4.2 Some advances in health and social care need to be
developedcommercially if theyare tobemadewidely
available. Drugs, medical devices and aides for the
disabled are examples. Successful commercial devel-
opment often depends upon the protection of intel-
lectualpropertyorcommercial confidentiality at crit-
ical points in the innovation process. The timing of
the publication of research findings needs to take ac-
count of this.

2.4.3 All those pursuing health and social care research
must open their work to critical review through the

2 The Medicines Act, 1968.

accepted scientific and professional channels. Once
established, findingsmustbemadeavailable to those
participating in the research (including the relatives
of deceased patients who have consented to the use
of organs or tissue in the research) and to all those
who could benefit from them, through publication
and/or other appropriate means.

2.5 Health and safety

2.5.1 Research may involve the use of potentially danger-
ous or harmful equipment, substances or organisms.
The safety of participants, and of research and other
staff must be given priority at all times, and health
and safety regulations must be strictly observed.

2.6 Finance

2.6.1 Financial probity and compliance with the law and
with the rules laid down by HM. Treasury for the use
of public funds are as important in research as in any
other area.

2.6.2 Organisations employing researchers must be in a
position to compensate anyone harmed as a result
of their negligence. Any organisation offering partic-
ipants compensation in the event of non-negligent
harmmust be in a position to do so.

2.6.3 Careful considerationmust be given to the appropri-
ate exploitation of intellectual property rights as set
out in the Annex.

2.7 Quality research culture

2.7.1 Some standards set out in the Annex are clear-cut but
manyrequire judgementandinterpretation.Aquality
research culture, where excellence is promoted and
where there is visible and strong research leadership
and expert management, is essential if researchers
andmanagers are tounderstandandapply standards
correctly. A quality research culture is thus essential
for proper governance of health and social care re-
search.

2.7.2 The key elements of a quality research culture are:
� Respect for participants’ dignity, rights, safety and
well-being.

� Valuing the diversity within society.
� Personal and scientific integrity.
� Leadership.
� Honesty.
� Accountability.
� Openness.
� Clear and supportive management.
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Promotion of these principles and values is as im-
portant as the more detailed standards set out in the
Annex.

2.7.3 Box B illustrates how research ismanaged in a health
or social care organisation with a quality research
culture.

3 Responsibilities and accountability

3.1 General

3.1.1 All those involved in research with human partici-
pants, their organs, tissue or data must be aware of
and implement the law,andthebasicprinciples relat-
ing to ethics, science, information, health and safety,
and finance set out in this framework.

3.1.2 All those involved in research also have a duty to en-
sure that they and those they manage are appropri-
ately qualified, bothby education andexperience, for
the role they play in relation to any research. They
must be aware of, and have ready access to, sources
of information and support in undertaking that role.

3.2 Agreements

3.2.1 Acomplexarrayoforganisationsand individualsmay
be involved in a health or social care research study.
It is essential that clear agreements describing allo-
cation of responsibilities and rights are reached, doc-
umented and enacted.

3.2.2 Organisations that collaborate on a range of research
work may find it helpful to develop and document
framework agreements to facilitate the agreement of
responsibilities for specific studies. Examples of col-
laborationswhereframeworkagreementswillbenec-
essary are:
� NHS trusts, primary care practices, groups or trusts
and health authorities who work together regularly
on research, whether or not in a formal network;

� universities andNHS trusts, primary carepractices,
groups or trusts, research networks and health au-
thorities that work together regularly on research;

� local authorities and/or other social care providers,
health authorities and primary care practices,
groups or trusts that work together regularly on re-
searchwhether or not in a formal researchnetwork;

� universities, local authorities and other social care
providers whowork together regularly on research.

3.2.3 It is particularly important that clear and docu-
mented agreements are in place for complex studies
where there may be:

� work onmore than one site; and/or
� researchers employed by more than one organisa-
tion; and/or

� patients, users and care professionals from more
than one care organisation; and/or

� more than one funder.

3.3 Specific responsibilities

3.3.1 Box C describes the people and organisations in-
volved in a health or social care research study. The
key responsibilities of the people and organisations
accountable for the proper conduct of a study are
summarised in Box D.

3.3.2 The remainder of this section sets out these responsi-
bilities in more detail. Box E illustrates these respon-
sibilities with a scenario.

3.4 Responsibilities of participants

3.4.1 Effective and responsive services depend upon re-
search. Through this framework and related provi-
sions, theGovernmentanditsresearchpartnersstrive
toensurethat researchconductedinhealthandsocial
care in England offers the likelihood of real benefits
either to those who participate, or those who use ser-
vicessubsequently,orboth.All thoseusinghealthand
social care services should give serious consideration
to invitations tobecome involved in thedevelopment
or undertaking of research studies.

3.4.2 Researchers are responsible for selecting appropri-
ate means of communication to ensure that poten-
tial participants are fully informed before deciding
whether or not to join a study. Potential participants
should not hesitate to ask if they do not understand
the informationandexplanationsgiven.Guidanceon
research with children and others whomay have dif-
ficulty understanding the information given is listed
in the Annex.

3.5 Responsibilities of researchers

3.5.1 Researchers bear the day-to-day responsibility for
the conduct of research. They are responsible for
ensuring that any research they undertake follows
the agreed protocol, for helping care professionals
to ensure that participants receive appropriate care
while involved in research, forprotecting the integrity
and confidentiality of clinical and other records and
data generated by the research, and for reporting
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Box B Standards in a quality organisation undertaking research

Quality research culture

The organisation supports and promotes high quality
research as part of a service culture receptive to the
development and implementation of best practice in
the delivery of care. There is strong leadership of
research and a clear strategy linking research to national
priorities and needs, the organisation’s business, and to
clinical governance (in NHS organisations) and delivery
of best value (in social care). The organisation’s research
strategy values diversity in its patients or users and its
staff and promotes their active participation in the
development, undertaking and use of research.

Ethics

All research which involves patients, users or care
professionals or their organs, tissue or data is referred
to independent ethical review to safeguard the dignity,
rights, safety and well-being of the participants.

Research is pursued with the active involvement of
service users and carers including, where appropriate,
those from hard to reach groups such as the
homeless.

If organs or tissue are used following post mortems,
informed consent is obtained from relatives, and there
is a commitment to respectful disposal of material.

If animal use is unavoidable the highest standards of
animal husbandry are maintained under veterinary
supervision.

Science

There is commitment to the principle and practice of
independent peer review, with scrutiny of the suitability
of protocols and research teams for all work in the
organisation.

There is close collaboration with partner organisations
in higher education and care to ensure quality and
relevance of joint work and avoidance of unnecessary
duplication of functions.

The organisation’s human resource strategy includes
commitment to support research careers (full and
part-time) by earmarking funds specifically for R&D
training across the professions. The organisation plays
its role in developing research capacity with appropriate

training and updating. This includes taking action to
ensure that the diversity of the workforce reflects society
and developing the capacity of consumers to
participate.

The organisation promotes a high standard of health
and safety in laboratory work.

Systems are in place to monitor compliance with
standards and to investigate complaints and deal with
irregular or inappropriate behaviour in the conduct of
research.

The organisation assesses its research outputs and their
impact and value for money.

Information

Information is available on all research being
undertaken in the organisation. This is held on a
database, which contains details of funding, intellectual
property rights, recruitment, research outputs and
impact.

The organisation ensures that patients, users and
care professionals have easy access to information
on research. Special arrangements are made to
ensure access to information for those who are not
literate in English or whomay need information in
different formats because of a disability eg
braille.

Those agreeing to be involved in research (including the
relatives of deceased patients who have consented to
the use of organs or tissue in the research) are informed
of the findings at the end of the study.

An information service provides access from a single
point to all up-to-date regulatory and advisory
documentation pertaining to research governance,
together with procedural guidance, for example, for
applications to research ethics committees.

There is a research dissemination strategy which
addresses different media and writing styles for different
audiences.

Finance

The organisation is aware of the activity involved in
supporting research and of what it costs. Research
expenditure is planned and accounted for.
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The organisation demonstrates financial probity and
compliance with the law and rules laid down by HM
Treasury. It complies with all audit required by external
funders or sponsors and has systems in place to deter,
detect and deal with fraud.

When research findings have commercial potential
the organisation takes action to protect and exploit
them, in collaboration with its research partners
and – when appropriate – commercial
organisations.

Box C Description of the people and organisations involved in a health or social care research study

� Participants – patients, users, relatives of the
deceased, professional carers or members of the
public agreeing to take part in the study.

� Researchers – those conducting the study.
� Principal Investigator – the person designated as
taking overall responsibility within the team of
researchers for the design, conduct and reporting of
the study.

� Funder(s) – organisation(s) providing funding for the
study through contracts, grants or donations to an
authorised member of either the employing and/or
care organisation.

� Sponsor – the organisation taking primary
responsibility for ensuring that the design of the study
meets appropriate standards and that arrangements
are in place to ensure appropriate conduct and
reporting; the sponsor is usually, but does not have to
be, the main funder.

� Employing Organisation(s) – the organisation(s)

employing the principal investigator and/or other
researchers. The organisation employing the principal
investigator will normally hold the contract(s) with the
funder(s) of the study. Organisations holding contracts
with funders are responsible for the management of
the funds provided.

� Care Organisation – the organisation(s) responsible
for providing care to patients and/or users and carers
participating in the study.

� Responsible Care Professional – the doctor, nurse or
social worker formally responsible for the care of the
participant while they are taking part in the study.

Research Ethics Committee – the committee convened
to provide independent advice to participants,
researchers, funders, sponsors, employers, care
organisations and professionals on the extent to which
proposals for the study comply with recognised ethical
standards.

Box D Summary of key responsibilities of people and organisations accountable for the proper conduct of a study

Principal Investigator and other � Developing proposals that are ethical and seeking research ethics
researchers committee approval

� Conducting research to the agreed protocol and in accordance with legal
requirements and guidance e.g. on consent

� Ensuring participant welfare while in the study
� Feeding back results of research to participants

Research Ethics Committee � Ensuring that the proposed research is ethical and respects the dignity,
rights, safety and well-being of participants

Sponsor � Assuring the scientific quality of proposed research
� Ensuring research ethics committee approval obtained
� Ensuring arrangements in place for the management andmonitoring
of research

Employing organisation � Promoting a quality research culture
� Ensuring researchers understand and discharge their responsibilities
� Taking responsibility for ensuring the research is properly managed and
monitored where agreed with sponsor
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Care organisation/Responsible � Ensuring that research using their patients, users, carers or staff meets the
care professional standard set out in the research governance framework (drawing on the

work of the research ethics committee and sponsor)
� Ensuring research ethics committee approval obtained for all research
� Retaining responsibility for research participants’ care

Box E Specific responsibilities of key people involved in research

Who is responsible for what? – some questions
and answers

The Scenario: A university Senior Lecturer in
General Practice is awarded a grant by the
Medical Research Council (MRC) to conduct a
trial. The grant is paid to the university but the
MRC is closely involved in the development of the
trial design, and in the subsequent monitoring of
the trial, and the study is based onMRC’s General
Practice Research Framework. It is agreed that
MRC should take on the responsibilities of
sponsor. The manufacturer of the drug being
trialled has agreed to provide it free. The drug
already has a licence. The research is taking place
in a number of general practices which have
agreed to participate.

Patient

Q: I did tell my GP that I might be interested in
joining the study, but that does not commit me
definitely, does it?

A: Your GP has agreed to join this study and invite
her patients to participate. Whether or not you
agree is entirely up to you.

Q: How can I know the study is worthwhile?
A: Well the study has been approved as

scientifically sound and worthwhile by the
ethical Medical Research Council and as by
the Research Ethics Committee.

Q: How can I find out more about it?
A: You can take away this patient information

leaflet to study, and you can ask your GP or
anyone on the research team for further details.

Q: What if the drug involved does not agree with me?
A: Your GP is responsible for your care. She is

satisfied with the arrangement to monitor
participants in the trial. We will advise her
immediately if we detect any problems, and you
can approach her at any time.

G.P.

Q: How do I know that this study is well designed?
A: The study is sponsored by the Medical Research Council

and has therefore been through their review system, but
you must decide whether or not you want to collaborate
with it.

Q: Who is responsible for the care of my patients if they
agree to take part?

A: You are. The protocol explains the procedures the
research team will follow and the circumstances in which
they will alert you to anything they observe in your
patients. You must ensure you are satisfied with these
arrangements and discuss them with the principal
investigator if you are not.

Q: Who is responsible for ensuring that the study is
conducted according to the protocol and that data are
monitored to detect any possible problems?

A: The principal investigator is responsible for ensuring
that you and every other person involved in the study
is well informed, and able to carry out their roles
properly. If you have any concerns about this, you should
contact the principal investigator and, if you are not
satisfied with the response, you should raise the in this
matter with the research sponsor, which case is the
MRC.

Q: Who is responsible for the quality of the drugs?
A: The pharmaceutical company supplying the drugs is

taking responsibility for their quality.

Q: One of my patients seems much worse since I entered
him into the trial. He is keen to continue, but I am
concerned. What should I do?

A: You have primary responsibility for the patient’s care.
If you are concerned that the research is bad for the
patient you should advise him to withdraw. You can
explain that you will be talking to the researcher and
that if the treatment under the project is the cause of
his problems this will be very valuable information in
itself.
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G.P. continued

It is very important that you notify the principal
investigator of any concerns you have about treatment
under the project.

Q: I have agreed to join the study, but a number of my
patients are having trouble understanding what they
are being asked to take part in and why. It’s taking
up an enormous amount of time. What should I do?

A: You should talk to the principal investigator about
how communications can be improved. If there are
still problems you are free to withdraw.

Principal investigator

Q: Who do I report an adverse event to?
A: Any worrying reaction must be reported immediately

to the patient’s GP. Any adverse drug reaction, as well
as reporting it to the patient’s GP, must be reported
to the drug manufacturer, the Medicines Control
Agency, the Trial Steering Committee, the Research
Ethics Committee and the Data Monitoring
Committee. The Steering Committee will decide
whether or not to notify the sponsor.

Q: I am concerned that the staff in the university labs
are not following appropriate health and safety rules.
What do I do?

A: You should raise this concern through the university’s
local health and safety systems.

Q: I want to go on a training course, who should I talk to?
A: The university as your employer is responsible for

your training.

Q: To whom do I talk about my suspicion that a
university colleague is fabricating data?

A: The university as employer has primary
responsibility. You should use the university’s local
system for dealing with suspected misconduct. The
sponsor also has an interest. You should keep them
informed, particularly if you have any concerns
following your approach to the university. They have
powers to withdraw funding. You could also consider
consulting other organisations such as the General
Medical Council with authority to regulate the
conduct of the person concerned.

Q: I think we could improve the design of this study.
What do I do?

A: You should discuss this with the Trial Steering
Committee. If they agree, you will need to draw up a
revised protocol and submit it through both ethical
review and the MRC’s scientific review system. You
should not implement changes to a protocol
without these formal agreements.

Q: I think I have generated some important intellectual
property. What should I do?

A: Ownership of intellectual property will be
addressed in your University’s contract of
employment with you and in their contract with the
sponsor. There may also be an agreement between
the university and the NHS locally. You need to report
the findings to the University’s responsible officer,
who will advise you on the procedures to be
followed.

any failures in these respects, adverse drug reactions and
other events or suspected misconduct through the appro-
priate systems.

3.6 Responsibilities of the principal investigator

3.6.1 A senior individual must be designated as the prin-
cipal investigator for any research undertaken in or
through the NHS or social services or using partic-
ipants’ organs, tissue or data. This person will take
responsibility for the conduct of the research and is
accountable for this to their employer, and, through
them, to the sponsor of the research and to the care
organisation(s)withinwhich the research takes place
or through which participants, their organs, tissue or
data are accessed.

3.6.2 Principal investigatorsmusthave suitableexperience
and expertise in the design and conduct of research

so that they are able either to undertake the design,
conduct, analyses and reporting of the study to the
standards set out in this framework or to lead and
manageotherswithdelegatedresponsibility for some
of these aspects.

3.6.3 It is the principal investigator’s responsibility to en-
sure that:
� The dignity, rights, safety and well-being of partici-
pants are given priority at all times by the research
team.

� The research is carried out in accordance with this
research governance framework.

� Controlled trials are registered.
� The Chief Executive of the care organisation(s) in-
volved and/or any other individual(s) with respon-
sibilities within this framework are informed that
thestudy isplanned,andthat theirapproval isgiven
before the research commences.
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� When a study involves participants under the care
of a doctor, nurse or social worker for the condition
to which the study relates, those care professionals
are informed that their patients or users are being
invited to participate and agree to retain overall re-
sponsibility for their care.

� When the research involves a service user or carer
or a child, looked after or receiving services under
the auspices of the local authority, that the agency
director or her deputy agrees to the person (and/or
their carer) being invited to participate and is fully
aware of the arrangements for dealingwith any dis-
closures or other relevant information.

� Unless participants or the relevant research ethics
committee request otherwise, participants’ care
professionals are given information specifically rel-
evant to their care which arises in the research.

� The study complies with all legal and ethical re-
quirements.

� Each member of the research team is qualified by
education, training and experience to discharge
his/her role in the study.

� Students and new researchers have adequate su-
pervision, support and training.

� The research follows the protocol approved by
the relevant ethics committee and the research
sponsor.

� Any proposed changes or amendments to or devia-
tions from the protocol are submitted for approval
to the ethics committee, the research sponsor and
any other appropriate body.

� Procedures are in place to ensure collection of high
quality, accurate data and the integrity and confi-
dentiality of data during processing and storage.

� Arrangements aremade for the appropriate archiv-
ing of data when the research has finished.

� Reports on the progress and outcomes of the work
required by the sponsor, funders, or others with a
legitimate interest are produced on time and to an
acceptable standard.

� The findings from the work are opened to critical
review through the accepted scientific and profes-
sional channels.

� Once established, findings from the work are dis-
seminated promptly and fed back as appropriate
to participants.

� He or she accepts a key role in detecting and pre-
venting scientific misconduct by adopting the role
of guarantor on published outputs.

� Arrangements are in place for the management of
financialandotherresourcesprovidedforthestudy,

including for the management of any intellectual
property arising.

� All data and documentation associated with the
study are available for audit at the request of the
appropriate auditing authority.

3.7 Responsibilities of research funders

3.7.1 Organisations that fund research, have a responsibi-
lity for ensuring that the work is a proper use of the
funds they control and provides value for money.

3.7.2 Organisations wishing to fund research which re-
quires the collaboration of theNHSor social care ser-
vices in England must either be willing and able to
discharge the responsibilities of research sponsor or
collaborate with another organisation which is pre-
pared and able to do so. Potential collaborators in-
clude the Department of Health itself and the NHS
and/or university bodies to which the Department
has delegated authority to act as research sponsor for
work within programmes of social care or NHS re-
search funded by the Department or the NHS.

3.8 Responsibilities of research sponsor

3.8.1 The research sponsor plays a critical role in assuring
the quality of research. Any research requiring the
collaboration of the NHS or social care services in
England must have an organisation willing and able
to take on the responsibilities of research sponsor.
The responsibilities of sponsor of research under-
taken for research training purposes are carried out
by the research supervisor.

3.8.2 The research sponsor is responsible for assessment
of the quality of the research as proposed, the qual-
ity of the research environment within which the re-
search will be undertaken and the experience and
expertise of the principal investigator and other key
researchers involved. They are responsible for ensur-
ing that arrangements are in place for the research
team to access resources and support to deliver the
researchasproposedandthatagreementsare inplace
which specify responsibilities for the management
andmonitoringof research.Theyarealso responsible
for ensuring that arrangements are in place to review
significant developments as the research proceeds,
particularly those which put the safety of individuals
at risk, and to approve modifications to the design.

3.8.3 The sponsor is responsible for ensuring that ar-
rangements are in place for the management and
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monitoring of research. In cases where it is inappro-
priate for the organisation employing the principal
investigator or initiating the research to take respon-
sibility for thepropermanagementandmonitoringof
research, the sponsor should either take that respon-
sibility or agree with another organisation involved
that it should take responsibility.

3.8.4 Where research sponsors provide substantial blocks
of funding to teams with expertise and track record
they may delegate responsibility for specific design
and management of research to that team, provided
the sponsor manages performance.

3.8.5 Where research has no external sponsor, care organi-
sationsmust accept the responsibility of the sponsor.
For example, an NHS trust must be willing and able
to act as the sponsor for researchwhichdoesnothave
anexternalsponsor(sometimescalled“ownaccount”
research).

3.8.6 It is the research sponsor’s responsibility to ensure
that:
� The research proposal respects the dignity, rights,
safety and well-being of participants and the rela-
tionship with care professionals.

� The research proposal is worthwhile, of high scien-
tific quality and represents good value for money.

� The research proposal has been approved by an
appropriate research ethics committee3.

� Appropriate arrangements are in place for the
registration of trials.

� The principal investigator, and other key re-
searchers, have the necessary expertise and expe-
rience and have access to the resources needed to
conduct the proposed research successfully.

� The arrangements and resources proposed will al-
low the collection of high quality, accurate data and
thesystemsandresourcesbeingproposedare those
requiredtoallowappropriatedataanalysisanddata
protection.

� Intellectual property rights and their management
are appropriately addressed in research contracts
or terms of grant awards.

� Arrangements proposed for thework are consistent
withtheDepartmentofHealthresearchgovernance
framework.

3 See Section 3.12 for details of research ethics committees. The De-

partment of Health is working to extend the present coverage of com-

mittees to review the ethics of social care research. If it is not possible to

have a social care research proposal reviewed by an appropriate com-

mittee, the sponsor must satisfy itself that the research is ethical.

� Organisations and individuals involved in the re-
search all agree the division of responsibilities be-
tween them.

� There is a clear written agreement identifying the
organisation responsible for the ongoing manage-
ment and monitoring of the study, whether this
is the organisation employing the researchers, the
sponsor, or another organisation.

� Arrangementsare inplace for thesponsorandother
stakeholder organisations to be alerted if signifi-
cant developments occur as the study progresses,
whether in relation to the safety of individuals or to
scientific direction.

� An agreement has been reached about the provi-
sion of compensation in the event of non-negligent
harm and any organisation, including the sponsor
itself, offering such compensation has made the
necessary financial arrangements.

� Arrangements are proposed for disseminating the
findings.

� All scientific judgements made by the sponsor in
relation to responsibilities set out here are based
on independent and expert advice.

� Assistance is provided to any enquiry, audit or in-
vestigation related to the funded work.

3.9 Responsibilities of universities and other
organisations employing researchers

3.9.1 Employers of staff undertaking health and social care
research have responsibility for developing and pro-
moting a quality research culture in their organisa-
tion and for ensuring that their staff are supported
in, and held to account for, the professional con-
duct of research. This will involve careful attention to
training, career planning and development, and the
use of clear codes of practice and systems for moni-
toring compliance, dealing with non-compliance or
misconduct, and learning fromcomplaints. These re-
sponsibilities apply to both private and public sector
employers.

3.9.2 Organisations that employ principal investigators
and other researchers have responsibility for ensur-
ing that those researchers understand and discharge
the responsibilities set out for them in this frame-
work. They should also be prepared to take on some
or all of the responsibility for ensuring that a study is
properly managed and for monitoring its progress.
The nature of the responsibilities taken on by the
employing organisation should be agreed with the
sponsor and care provider. The sponsor has ultimate
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responsibility for ensuring that appropriate arrange-
ments are in place for themanagement andmonitor-
ing of any study they sponsor.

3.9.3 Employers should ensure that agreements are in
placebetweenthemandtheir staff andbetweenthem
and research funders and care organisations about
ownership, exploitation and income from any intel-
lectual property that may arise from research con-
ducted by their employees. They have a responsibil-
ity for ensuring that employees identify and protect
intellectual property.

3.9.4 Universities and other employers of staff engaged in
research are responsible for:
� Compliance with all current employment and
health and safety legislation.

� Demonstrating the existence of clear codes of prac-
tice in other areas for their staff andmechanisms to
monitor and assess compliance.

� Ensuring that the principal investigator and/or
other research staff are aware of, understand and
comply with this framework.

� Discharging their agreed role in the management
andmonitoring ofwork undertaken by their organ-
isation.

� Demonstrating systems for continuous profes-
sional development of staff at all levels.

� Havingagreementsandsystems inplace to identify,
protect and exploit intellectual property.

� Ensuring that they are able to compensate anyone
harmed as a result of negligence on the part of their
staff and, if they have agreed to do so, for non-
negligent harm arising from the research.

� Having inplacesystemstodetectandaddress fraud,
and other scientific or professional misconduct by
their staff.

� Having in place systems to process, address and
learn lessons from any complaints brought against
their employees.

� Permitting and assisting in any investigation aris-
ing from complaints received in respect of actions
taken by their employees.

3.10 Responsibilities of organisations providing care

3.10.1 All organisations providing health or social care in
England must be aware of all research being un-
dertaken in their organisation, or involving partic-
ipants, organs, tissue or data obtained through the
organisation.Theyshouldensure that theirpatients,
users andcareprofessionals areprovidedwith infor-
mation about any research whichmay have a direct

impactontheircare, theirexperienceofcare,or their
work in theorganisation.Theymustensure thatonly
activitywhich isbeingmanagedformallyas research
within theprovisionsof this framework, ispresented
as research.

3.10.2 Organisations providing care are responsible for en-
suring that any research involving their patients,
users and carers or staff meet the standards set
out in this framework, in particular that it has
an identified research sponsor willing and able to
discharge its responsibilities,andthatclearanddoc-
umented agreements are in place about the alloca-
tion of responsibilities between all parties involved.
Accountability for this lies with the Chief Execu-
tive or Agency Director but he or she may dele-
gate responsibility for ensuring compliance to an
appropriately qualified and senior member of staff.
The care provider remains responsible for the qual-
ity of all aspects of the care of their patients or
users, whether or not they are involved in research
and whoever that research may be conducted and
funded by.

3.10.3 Chief Executives of NHS organisations are account-
able for quality under the Duty of Care. Researchers
not employed by the NHS organisation who inter-
act with individuals in a way which has direct bear-
ing on the quality of their care should hold an NHS
honorary contract. Further guidance on issues of
employment and accountability of university staff
working in the NHS will be issued when a review of
theseareas ledby theDepartment forEducationand
Employment reports.

3.10.4 A summary of themain responsibilities of organisa-
tions providing care are to:
� Retain responsibility for the quality of all aspects
of participants’ care whether or not some aspects
of care are part of a research study.

� Be aware and maintain a record of all research
work being undertaken through or within the or-
ganisation, including research undertaken by stu-
dents as part of their training.

� Ensure patients or users and carers are provided
with information on research thatmay affect their
care.

� Be aware of any current legislation relating to
research work and ensure that these are imple-
mented effectively within the organisation.

� Ensure that all research has been approved by an
appropriate research ethics committee.4

4 See footnote to paragraph 3.8.6
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� Ensure that all research has an identified sponsor
who understands, accepts and is able to discharge
their duties as set out in this framework.

� Ensure that written agreements are in place re-
garding responsibilities for all research involving
an external partner, funder and/or sponsor, in-
cluding agreement with the University or other
employer in relation to student supervision.

� Ensure that the necessary links with clinical gov-
ernance and best value processes are made.

� Ensure that non-NHS employed researchers hold
honorary NHS contracts where appropriate and
that there is clear accountability and understand-
ing of who is responsible for what.

� Put in place and maintain the necessary systems
to identify and learn from errors and failures.

� Put in place and maintain the necessary systems
to process, address and learn lessons from com-
plaints arising from any research work being un-
dertaken through or within the organisation.

� Ensure that significant lessons learnt from com-
plaints and from internal enquiries are communi-
cated to funders, sponsors and other partners.

� Permit and assistwith anymonitoring, auditing or
inspection required by relevant authorities.

3.11 Responsibilities of care professionals

3.11.1 Health and social care staff retain responsibility for
the care of their patients or users, when they are
participating in research.

3.11.2 Before agreeing to their patients or users being ap-
proached, they must satisfy themselves that the
research has been the subject of approval by appro-
priate scrutinising authorities within their organi-
sation or agency, and that any research that relates
directly to the care they provide complies with this
framework.

3.12 Responsibilities relating to research
ethics committees

3.12.1 Those establishing research ethics committees
should ensure that the committees:
� have clearly defined remits and terms of reference
that are consistent with the system of ethics com-
mittees established through thepowersof theSec-
retary of State for Health;

� have clearly defined arrangements for appointing
and replacing members;

� have andmeet clear performance targets;

� are adequately resourced, supported and trained;
� provideclearand independentadvice,within their
remit and terms of reference.

3.12.2 Research ethics committees and their members
must act in good faith and provide impartial and
independent advice within their remits and terms
of reference. Their primary responsibility is to en-
sure that the research respects the dignity, rights,
safety and well-being of individual research partici-
pants. They should also work efficiently to facilitate
the good conduct of highquality research that offers
benefits toparticipants, servicesandsocietyat large.
Unjustified delay to such research is itself unethical.

3.12.3 Research within the NHS, which involves individu-
als, their organs, tissue or data must have the prior
approval of an NHS research ethics committee. The
NHS is responsible for establishing, supporting and
monitoring the performance ofNHS research ethics
committees (RECs).Thoseoutside theNHSmayalso
seek the advice of these committees.

3.12.4 Whilst operatingwithin aDepartment ofHealth and
NHSmanagement framework, RECsmustmaintain
independencewhen formulating their adviceon the
ethics of the proposed research if their advice is to
be seen to be impartial. NHS research ethics com-
mittees aremanagerially independent of NHS Trust
R&D structures.

3.12.5 Social care research involving work in NHS settings
must be approved by the relevant NHS REC. For
other social care research, the Association of Di-
rectors of Social Services (ADSS) Research Group
advises the ADSS and individual directors and so-
cial services departments on the ethics, quality and
relevance of proposals for multi-site studies. The
Department of Health is discussing with ADSS how
arrangements could best be developed to provide a
more comprehensive system for the ethical review
of social care research.Meanwhile, a number of uni-
versities runethicscommitteeswhichmaybeable to
advise on social care research studies, and sponsors
should take responsibility for ensuring that work is
ethical when there is no appropriate committee to
review it.

3.12.6 The decision on whether or not research in an NHS
organisation should ultimately proceed rests with
that organisation.No research shouldproceedwith-
out prior REC approval. However, even though REC
approval may have been obtained, an NHS organ-
isation may need to consider other factors before
permitting the research to proceed. Similarly, Direc-
tors of Social Services are responsible for approving
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social care research conducted within their local
authorities.

3.12.7 It is not the role or responsibility of the research
ethics committees described above to give legal ad-
vice, nor are they liable for any of their decisions
in this respect. Irrespective of the decision of a re-
searchethics committeeonaparticular application,
it is the researcher and theNHSor social care organ-
isation who have the responsibility not to break the
law. If a research ethics committee is of the opinion
that implementation of a research proposal might
contravene the law, it should advise both researcher
and the appropriate authority of its concerns. The
researcher and the organisation will need then to
seek legal advice.

3.12.8 NHSresearchethicscommitteesrequire researchers
working in the NHS to keep them informed of the
progress of a study. Research ethics committees are
responsible for reviewing their advice on the ethical
acceptability of a study in the light of such informa-
tion. However, the principal investigator and his or
her employer, the research sponsor and the care or-
ganisation, and not the research ethics committee,
are responsible for ensuring that a study follows the
agreed protocol and for monitoring its progress.

4 Delivery systems

4.1 Organisations undertaking, sponsoring, funding or
hosting health and social care research must have sys-
tems in place to ensure that they and their staff under-
stand and follow the standards and good practice set
out in this frame-work.

4.2 All research sponsors must have systems in place, or
have access to systems to undertake expert indepen-
dent review–appropriate to thescaleandcomplexityof
researchproposals – to allow the organisation to satisfy
itself on the scientific and ethical standing of the work,
its strategic relevance and value for money. They must
also ensure that systems are in place – managed either
by themselves or by one of the organisations involved
in the research, such as the host university, a funding
body, or care provider – to ensure that all research they
sponsor is conducted according to the agreedprotocol,
tomonitor its generalprogress and todiscuss andagree
modifications to the protocol if the need arises.

4.3 All health and social care providers must have sys-
tems in place to ensure that they are aware of, and
havegivenpermission for,all researchbeingconducted
in or through their organisation, whether or not it

is externally funded. Care providers should only give
permission for research which has a sponsor. Care
providersmayonly themselves takeon the roleof spon-
sor if they have systems in place to discharge those re-
sponsibilities. Whoever acts as sponsor, care providers
must satisfy themselves that systems are in place, ei-
ther in their own organisation or elsewhere, to ensure
that all research conducted in or through their organ-
isation conforms to appropriate scientific and ethical
standards, and offers value for public money.

4.4 All those establishing research ethics committeesmust
have systems inplace to convene, support andmonitor
the performance of research ethics committees.

4.5 All research ethics committees should have systems in
place to identify, and record andaddress conflicts of in-
terest thatmaycompromise,orbeseentocompromise,
the independence of their advice. Theymust also have
systems in place to record their decisions and the rea-
sons for them, and to record operational details of their
meetings and handling of applications. References to
formal guidance on this are in the Annex.

4.6 All delivery systems should be designed to detect fail-
ures to adhere to requirements, regardless of whether
such failures arise by intent or oversight. Such sys-
tems should involve routine and random monitoring
andauditasappropriate.Additionally,deliverysystems
should require, facilitate and support reporting of crit-
ical incidents, near misses, systems failures and mis-
conduct either by self-reporting or whistle-blowing.

4.7 TheDepartmentofHealthwillworkwithkeystakehold-
ers to develop and issue guidance from time to time to
help organisations discharge their responsibilities for
researchgovernanceeffectivelyandefficiently.Thiswill
coverboth systems in individual organisationsandsys-
tems for agreeing and discharging responsibilities be-
tween two or more organisations, e.g. a care provider
and a university, or a number of care providers in a
multi-centre study. Initial guidance will focus on the
most important and challenging areas. Early attention
will be given to guidelines on arrangements for stud-
ies involving the use of organs, in consultationwith the
Retained Organs Commission.

4.8 Regional Offices of the Department of Health will work
with NHS providers to ensure that they understand
their responsibilities, have systems in place to dis-
charge them and take account of relevant guidance.
Arrangements for social care will be developed as part
of the implementation of the new quality framework
outlined in A Quality Framework for Social Care.

4.9 Research governance depends critically on research
workers and research managers understanding their
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responsibilities and having the skills needed to dis-
charge them.TheDepartmentofHealthwillworkwith
other research funders and the universities to pro-
mote the coverage of research governance in relevant
degree courses and continuing education for these
groups.

4.10 There ismuchgoodpractice in research andmanyop-
portunities for individuals and organisations to learn
fromone another. TheDepartment of Healthwill pro-
mote the development of learning networks to sup-
port this. TheNHSR&DManagement Forum is a good
example of such a network.

5 Monitoring, inspection and sanctions

5.1 Organisations and individualsmust be able to demon-
strateadherence to this framework to reassurepatients,
service users and care professionals of the quality of
their services and to assure their reputation in high
quality research and care.

5.2 There are already powerful incentives to adhere to
many of the principles and standards set out in the
framework. These include the law, the duties of care in
the NHS and social care and the high professional and
ethical standardsupheldby themajority of careprofes-
sionals and researchers. Mechanisms, which monitor
the quality of clinical work, such as audit, risk man-
agement and staff appraisal can assist in the monitor-
ing of research governance. Nevertheless, a coherent
system is needed to monitor performance against this
framework, to identify best practice and shortfalls, to
enhancepublicconfidenceandhelp topreventadverse
events. Where minimum acceptable standards are not
met, sanctions are needed. The Department of Health
will work with its partners to develop a coherent sys-
tem for monitoring research governance and address-
ing shortcomings.

5.3 New arrangements will be established to work with
and through structures, which already exist in health
and social care systems, government departments, the
universities and the charities to promote and moni-
tor quality. These arrangements will be robust and will
monitor the extent to which the standards set out in
this framework are being followed by:
� sponsors of research (including the Department of
Health);

� health and social care organisations participating in
research;

� universities and other organisations employing
researchers;

� other organisations on which this framework de-
pends.

5.4 Reports of this monitoring will be presented to the
Secretary of State forHealth, to the organisationsmon-
itored and to those with responsibilities for these or-
ganisations. Organisations failing to meet expected
standards will be required to produce recovery plans
for agreement and implementation.

5.5 Under the new arrangements a list of recognised spon-
sors of health and social care research will be main-
tained. Health and social care organisations can con-
sult this list toascertain thestandingof thosewishing to
fund research in their organisation. Research funders
and research organisations may apply to be included
in the list, subject to them providing a satisfactory ac-
count of the adequacy of their systems.

5.6 Clinical trials of medicinal products on patients must
continuetobenotifiedtotheMedicinesControlAgency
(MCA). New regulations to be introduced in compli-
ance with a proposed European Directive on the con-
duct of clinical trials will require all trials of medicines
to be subject to inspection by the MCA. The Agency
offers advisory inspections now against relevant good
clinical practice and good manufacturing practice
guidelines, in advance of the statutory requirement.
Similar arrangements apply to medical devices and
are the responsibility of the Medical Devices Agency
(MDA). The arrangements described above for moni-
toring research governance will work closely with the
MCA and the MDA to avoid duplication and to share
best practice.

5.7 The Chief Medical Officer’s expert group on learning
from adverse events in the NHS reported on ways in
which the NHS can learn more effectively from ad-
verse health care events, so that recurrence can be pre-
vented. It hasmadeanumber of recommendations, in-
cluding the establishment of a new national system for
reporting adverse health care events and “nearmisses”.
Monitoring of research governancewill work alongside
the new national system for adverse events in the NHS
and existing systems for adverse events reporting in
social care.

5.8 There isgrowingpublicandprofessionalconcernabout
research misconduct and fraud, though its extent is
unknown. The Department of Health will continue
to work with others on research misconduct, includ-
ing consideration of the possibility of a co-ordinating
group or body to take responsibility for investigation
on behalf of all relevant stakeholders. The Director of
Counter Fraud Services has overall responsibility for all
work to counter fraud and corruption within the NHS.
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Monitoring of research governancewill check that ap-
propriate systems are in place to detect and investi-
gate possible fraud and to take appropriate action if
fraud is found. In addition, health and social care or-
ganisations should themselves ensure that universi-
ties and any other organisations with whom they de-
velop local partnerships have appropriate systems for
detecting, investigating and addressing fraud by their
employees.

5.9 Failures in NHS organisations to comply with this
frameworkwill be addressed through thenormal lines
of accountability andperformancemanagement. The
Department of Health will look to those with respon-
sibilities for other organisations to address any short-
comings in them. Department of Health and NHS
funds for health and social care research will only be
allocated to those competent tomanage themand the
work they support.

5.10 Failures on the part of staff in the Department of
Health, the NHS or Social Services to meet respon-
sibilities relating to this framework will be addressed

through the normal management channels. Monitor-
ing arrangements will check that other organisations
have appropriate systems in place to address failures
by their staff. University employees with NHS hon-
orary contracts may have these removed, subject to
a joint NHS/university investigation. The position of
such staff is currently the subject of a review (seepara-
graph 3.10.3).

5.11 In the case of misconduct, some professional groups
will be subject to disciplinary action by their profes-
sional bodies. Doctors are responsible to the Gen-
eral Medical Council for their professional conduct
as researchers, as well as clinicians. Similarly, nurses,
health visitors and midwives are responsible to the
United Kingdom Central Council and state regis-
tered practitioners are responsible to the individual
boardof theCouncil forProfessionsSupplementary to
Medicine for theirprofessional conductas researchers
aswell as clinicians.Misconduct by social care profes-
sionalswillbeoneof theresponsibilitiesof theGeneral
Social Care Council.
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EUClinical Directive 2001/20/EC of the European Parliament and
of the Council of 4 April 2001 on the approximation of the laws,
regulations, and administrative provisions of theMember States
relating to the implementation of good clinical practice in the
conduct of clinical trials onmedicinal products for human use

The European Parliament and the Council of the European Union

Having regard to the Treaty establishing the European
Community, and in particular Article 95 thereof,

Having regard to the proposal from the Commission1,

Having regard to the opinion of the Economic and Social
Committee2,

Acting in accordance with the procedure laid down in
Article 251 of the Treaty3,

Whereas:
(1) Council Directive 65/65/EEC of 26 January 1965 on the

approximation of provisions laid down by law, regu-
lation or administrative action relating to medicinal
products4 requires that applications for authorisation
to place a medicinal product on the market should be
accompanied by a dossier containing particulars and
documents relating to the results of tests and clini-
cal trials carried out on the product. Council Directive
75/318/EECof20May1975ontheapproximationof the
laws of Member States relating to analytical, pharma-
cotoxicological and clinical standards and protocols in
respect of the testing of medicinal products5 lays down

Only European Community’s legislation printed in theOfficial Jour-

nal of European Communities is deemed to be authentic.
1 OJ C 306, 8.10.1997, p. 9 and

OJ C 161, 8.6.1999, p. 5.
2 OJ C 95, 30.3.1998, p. 1.
3 Opinion of the European Parliament of 17 November 1998 (OJ

C 379, 7.12.1998, p. 27). Council Common Position of 20 July 2000

(OJ C 300, 20.10.2000, p. 32)andDecision of the European Parliament of

12 December 2000. Council Decision of 26 February 2001.
4 OJ 22, 9.2.1965, p. 1/65. Directive as last amended by Council

Directive 93/39/EEC (OJ L 214, 24.8.1993, p. 22).

c©Office for Official Publication of the European Communities.
5 OJ L 147, 9.6.1975, p. 1. Direcctive as last amended by Commission

Directive 1999/83/EC (OJ L 243, 15.9.1999, p. 9).

uniform rules on the compilation of dossiers including
their presentation.

(2) The accepted basis for the conduct of clinical trials in
humans is founded in the protection of human rights
and the dignity of the human being with regard to the
application of biology andmedicine, as for instance re-
flected in the 1996 version of the Helsinki Declaration.
The clinical trial subject’s protection is safeguarded
through risk assessment based on the results of toxico-
logical experiments prior to any clinical trial, screening
by ethics committees and Member States’competent
authorities, and rules on the protection of personal
data.

(3) Persons who are incapable of giving legal consent to
clinical trials should be given special protection. It is
incumbent on the Member States to lay down rules to
this effect. Such persons may not be included in clini-
cal trials if the same results can be obtained using per-
sons capable of giving consent.Normally thesepersons
should be included in clinical trials only when there
are grounds for expecting that the administering of the
medicinal product would be of direct benefit to the pa-
tient, thereby outweighing the risks. However, there is
a need for clinical trials involving children to improve
the treatment available to them. Children represent a
vulnerable populationwith developmental, physiolog-
ical and psychological differences from adults, which
make age- and development-related research impor-
tant for their benefit. Medicinal products, including
vaccines, for children need to be tested scientifically
before wide-spread use. This can only be achieved by
ensuring thatmedicinal products which are likely to be
ofsignificantclinicalvalue forchildrenare fully studied.
The clinical trials required for this purpose should be
carriedoutunderconditionsaffording thebestpossible
protection for the subjects. Criteria for the protection

184
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of children in clinical trials therefore need to be laid
down.

(4) In the case of other persons incapable of giving their
consent, such as persons with dementia, psychiatric
patients, etc., inclusion in clinical trials in such cases
should be on an even more restrictive basis. Medicinal
products for trial may be administered to all such in-
dividuals only when there are grounds for assuming
that the direct benefit to the patient outweighs the
risks.Moreover, in such cases thewritten consent of the
patient’s legal representative, given in cooperationwith
the treating doctor, is necessary before participation in
any such clinical trial.

(5) Thenotionof legal representative refersback toexisting
national law and consequently may include natural or
legal persons, an authority and/or a body provided for
by national law.

(6) In order to achieve optimum protection of health, ob-
solete or repetitive testswill not be carriedout,whether
within the Community or in third countries. The har-
monisation of technical requirements for the devel-
opment of medicinal products should therefore be
pursued through the appropriate fora, in particular the
International Conference on Harmonisation.

(7) For medicinal products falling within the scope of Part
A of the Annex to Council Regulation (EEC)No 2309/93
of 22 July 1993 laying downCommunity procedures for
the authorisation and supervision of medicinal prod-
ucts for human and veterinary use and establishing
a European Agency for the Evaluation of Medicinal
Products1, which include products intended for gene
therapyor cell therapy,prior scientificevaluationby the
EuropeanAgency for the Evaluation ofMedicinal Prod-
ucts (hereinafter referred to as the ‘Agency’), assisted
by the Committee for Proprietary Medicinal Products,
ismandatory before the Commission grantsmarketing
authorisation. In the course of this evaluation, the said
Committeemay request full details of the results of the
clinical trials on which the application for marketing
authorisation is based and, consequently, on the man-
ner in which these trials were conducted and the same
Committee may go so far as to require the applicant
for such authorisation to conduct further clinical trials.
Provision must therefore be made to allow the Agency
to have full information on the conduct of any clinical
trial for such medicinal products.

(8) A single opinion for each Member State concerned re-
duces delay in the commencement of a trial without

1 OJ L 214, 24.8.1993, p. 1. Regulation as amended by Commission

Regulation (EC) No 649/98 (OJ L 88, 24.3.1998, p. 7).

jeopardising thewell-beingof thepeopleparticipating
in the trial or excluding the possibility of rejecting it in
specific sites.

(9) Information on the content, commencement and ter-
mination of a clinical trial should be available to the
Member States where the trial takes place and all the
other Member States should have access to the same
information. A European database bringing together
this information should therefore be set up, with due
regard for the rules of confidentiality.

(10) Clinical trials are a complex operation, generally last-
ing one or more years, usually involving numerous
participants and several trial sites, often in different
Member States. Member States’ current practices di-
verge considerably on the rules on commencement
and conduct of the clinical trials and the require-
ments for carrying them out vary widely. This there-
fore results indelays andcomplicationsdetrimental to
effective conduct of such trials in the Community. It
is therefore necessary to simplify and harmonise the
administrative provisions governing such trials by es-
tablishing a clear, transparent procedure and creat-
ing conditions conducive to effective coordination of
suchclinical trials in theCommunityby theauthorities
concerned.

(11) As a rule, authorisation should be implicit, i.e. if there
has been a vote in favour by the Ethics Committee
and the competent authority hasnot objectedwithin a
given period, it should be possible to begin the clinical
trials. In exceptional cases raising especially complex
problems, explicit written authorisation should, how-
ever, be required.

(12) The principles of goodmanufacturing practice should
be applied to investigational medicinal products.

(13) Specialprovisionsshouldbe laiddownfor the labelling
of these products.

(14) Non-commercial clinical trials conducted by re-
searcherswithout theparticipationof thepharmaceu-
ticals industry may be of great benefit to the patients
concerned. The Directive should therefore take ac-
count of the special position of trials whose planning
does not require particular manufacturing or packag-
ingprocesses, if thesetrialsarecarriedoutwithmedici-
nalproductswithamarketingauthorisationwithin the
meaningofDirective65/65/EEC,manufacturedor im-
ported in accordancewith the provisions of Directives
75/319/EECand91/356/EEC, andonpatientswith the
samecharacteristicsas thosecoveredby the indication
specified in this marketing authorisation. Labelling of
the investigational medicinal products intended for
trials of this nature should be subject to simplified
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provisions laid down in the good manufacturing
practice guidelines on investigational products and
in Directive 91/356/EEC.

(15) The verification of compliance with the standards of
good clinical practice and the need to subject data,
information and documents to inspection in order
to confirm that they have been properly generated,
recorded and reported are essential in order to justify
the involvement of human subjects in clinical trials.

(16) The person participating in a trial must consent to
the scrutiny of personal information during inspec-
tionbycompetentauthoritiesandproperlyauthorised
persons, provided that such personal information is
treated as strictly confidential and is not made pub-
licly available.

(17) This Directive is to apply without prejudice to Direc-
tive 95/46/EEC of the European Parliament and of the
Council of 24 October 1995 on the protection of indi-
viduals with regard to the processing of personal data
and on the free movement of such data1.

(18) It is also necessary to make provision for the mon-
itoring of adverse reactions occurring in clinical
trials using Community surveillance (pharmacovigi-
lance) procedures in order to ensure the immediate
cessation of any clinical trial in which there is an un-
acceptable level of risk.

(19) The measures necessary for the implementation of
this Directive should be adopted in accordance with
Council Decision 1999/468/EC of 28 June 1999 laying
down the procedures for the exercise of implementing
powers conferred on the Commission2;

Have adopted this directive:

ARTICLE 1

Scope

1 This Directive establishes specific provisions regarding
the conduct of clinical trials, including multi-centre tri-
als, on human subjects involving medicinal products as
defined in Article 1 of Directive 65/65/EEC, in particular
relating to the implementation of good clinical practice.
ThisDirectivedoesnotapply tonon-interventional trials.

2 Good clinical practice is a set of internationally recog-
nised ethical and scientific quality requirements which
must be observed for designing, conducting, recording
and reporting clinical trials that involve theparticipation

1 OJ L 281, 23.11.1995, p. 31.
2 OJ L 184, 17.7.1999, p. 23.

of human subjects. Compliance with this good practice
provides assurance that the rights, safety and well-being
of trial subjects are protected, and that the results of the
clinical trials are credible.

3 The principles of good clinical practice and detailed
guidelines in line with those principles shall be adop-
ted and, if necessary, revised to take account of technical
and scientific progress in accordancewith the procedure
referred to in Article 21(2).
These detailed guidelines shall be published by the

Commission.
4 All clinical trials, including bioavailability and bioequiv-
alence studies, shall be designed, conducted and re-
ported in accordance with the principles of good clinical
practice.

ARTICLE 2

Definitions

For the purposes of this Directive the following definitions
shall apply:
(a) ‘clinical trial’: any investigation in human subjects in-

tended to discover or verify the clinical, pharmacolog-
ical and/or other pharmacodynamic effects of one or
more investigational medicinal product(s), and/or to
identify any adverse reactions to oneormore investiga-
tionalmedicinalproduct(s)and/or tostudyabsorption,
distribution, metabolism and excretion of one or more
investigational medicinal product(s) with the object of
ascertaining its (their) safety and/or efficacy;
This includes clinical trials carried out in either one

site or multiple sites, whether in one or more than one
Member State;

(b) ‘multi-centre clinical trial’: a clinical trial conducted
according to a single protocol but atmore thanone site,
and therefore by more than one investigator, in which
the trial sites may be located in a single Member State,
in anumberofMemberStates and/or inMemberStates
and third countries;

(c) ‘non-interventional trial’: a study where the medicinal
product(s)is (are)prescribed in the usualmanner in ac-
cordancewiththetermsofthemarketingauthorisation.
The assignment of the patient to a particular therapeu-
tic strategy is not decided in advance by a trial protocol
but falls within current practice and the prescription
of the medicine is clearly separated from the decision
to include the patient in the study. No additional diag-
nostic ormonitoring procedures shall be applied to the
patients andepidemiologicalmethods shall beused for
the analysis of collected data;
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(d) ‘investigational medicinal product’: a pharmaceutical
form of an active substance or placebo being tested or
used as a reference in a clinical trial, including prod-
ucts already with a marketing authorisation but used
or assembled (formulated or packaged) in a way dif-
ferent from the authorised form, or when used for an
unauthorised indication, or when used to gain further
information about the authorised form;

(e) ‘sponsor’: an individual, company, institution or or-
ganisation which takes responsibility for the initiation,
management and/or financing of a clinical trial;

(f) ‘investigator’: a doctor or a person following a pro-
fession agreed in the Member State for investigations
because of the scientific background and the expe-
rience in patient care it requires. The investigator is
responsible for the conduct of a clinical trial at a trial
site. If a trial is conducted by a team of individuals at a
trial site, the investigator is the leader responsible for
the team andmay be called the principal investigator;

(g) ‘investigator’s brochure’: a compilation of the clinical
and non-clinical data on the investigational medicinal
product or products which are relevant to the study of
the product or products in human subjects;

(h) ‘protocol’: a document that describes the objective(s),
design, methodology, statistical considerations and
organisation of a trial. The term protocol refers to
the protocol, successive versions of the protocol and
protocol amendments;

(i) ‘subject’: an individual who participates in a clini-
cal trial as either a recipient of the investigational
medicinal product or a control;

(j) ‘informed consent’: decision, which must be written,
dated and signed, to take part in a clinical trial, taken
freely after being duly informed of its nature, signi-
ficance, implications and risks and appropriately
documented, by any person capable of giving consent
or,where theperson isnot capableof giving consent, by
his or her legal representative; if the person concerned
is unable to write, oral consent in the presence of at
least one witness may be given in exceptional cases, as
provided for in national legislation.

(k) ‘ethics committee’: an independent body in a Member
State, consisting of healthcare professionals and non-
medical members, whose responsibility it is to protect
the rights, safety and wellbeing of human subjects
involved in a trial and to provide public assurance of
that protection, by, among other things, expressing
an opinion on the trial protocol, the suitability of the
investigators and the adequacy of facilities, and on
the methods and documents to be used to inform trial
subjects and obtain their informed consent;

(l) ‘inspection’: the act by a competent authority of con-
ducting an official review of documents, facilities, re-
cords, quality assurance arrangements, and any other
resources that are deemed by the competent authority
to be related to the clinical trial and thatmaybe located
at the site of the trial, at the sponsor’s and/or contract
research organisation’s facilities, or at other estab-
lishments which the competent authority sees fit to
inspect;

(m) ‘adverse event’: any untoward medical occurrence in
a patient or clinical trial subject administered a medi-
cinal product and which does not necessarily have a
causal relationship with this treatment;

(n) ‘adverse reaction’: all untoward and unintended res-
ponses to an investigational medicinal product related
to any dose administered;

(o) ‘serious adverse event or serious adverse reaction’: any
untowardmedical occurrence or effect that at any dose
results in death, is life-threatening, requires hospitali-
sation or prolongation of existing hospitalisation,
results in persistent or significant disability or incapa-
city, or is a congenital anomaly or birth defect;

(p) ‘unexpected adverse reaction’: an adverse reaction,
the nature or severity of which is not consistent with
the applicable product information (e.g. investiga-
tor’s brochure for an unauthorised investigational
product or summary of product characteristics for an
authorised product).

ARTICLE 3

Protection of clinical trial subjects

1 This Directive shall apply without prejudice to the
national provisionson theprotectionof clinical trial sub-
jects if they aremore comprehensive than the provisions
of this Directive and consistent with the procedures and
time-scales specified therein. Member States shall, inso-
far as they have not already done so, adopt detailed rules
to protect from abuse individuals who are incapable of
giving their informed consent.

2 A clinical trial may be undertaken only if, in particular:

(a) the foreseeable risks and inconveniences have been
weighed against the anticipated benefit for the indi-
vidual trial subject and other present and future pa-
tients. A clinical trialmaybe initiatedonly if theEthics
Committee and/or the competent authority comes to
the conclusion that the anticipated therapeutic and
public health benefits justify the risks and may be
continued only if compliance with this requirement
is permanently monitored;
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(b) the trial subject or, when the person is not able to give
informedconsent,his legal representativehashad the
opportunity, in a prior interviewwith the investigator
or amember of the investigating team, to understand
the objectives, risks and inconveniences of the trial,
and the conditions under which it is to be conducted
and has also been informed of his right to withdraw
from the trial at any time;

(c) the rights of the subject to physical and mental
integrity, to privacy and to the protection of the
data concerning him in accordance with Directive
95/46/EC are safeguarded;

(d) the trial subject or, when the person is not able to give
informed consent, his legal representative has given
his written consent after being informed of the na-
ture, significance, implications and risks of the clini-
cal trial; if the individual is unable to write, oral con-
sent in the presence of at least one witness may be
given in exceptional cases, as provided for in national
legislation;

(e) thesubjectmaywithoutany resultingdetrimentwith-
draw from the clinical trial at any time by revoking his
informed consent;

(f) provision has been made for insurance or indem-
nity to cover the liability of the investigator and
sponsor.

3 The medical care given to, and medical decisions made
on behalf of, subjects shall be the responsibility of an
appropriately qualified doctor or, where appropriate, of
a qualified dentist.

4 The subject shall be providedwith a contact point where
he may obtain further information.

ARTICLE 4

Clinical trials on minors

In addition to any other relevant restriction, a clinical trial
on minors may be undertaken only if:
(a) the informed consent of the parents or legal represen-

tative has been obtained; consent must represent the
minor’s presumedwill andmay be revoked at any time,
without detriment to the minor;

(b) the minor has received information according to its
capacity of understanding, from staff with experience
with minors, regarding the trial, the risks and the
benefits;

(c) the explicit wish of a minor who is capable of form-
ing an opinion and assessing this information to refuse
participation or to be withdrawn from the clinical trial

at any time is considered by the investigator or where
appropriate the principal investigator;

(d) no incentivesorfinancial inducementsaregivenexcept
compensation;

(e) somedirect benefit for the groupofpatients is obtained
from the clinical trial and only where such research is
essential to validate data obtained in clinical trials on
persons able to give informed consent or by other re-
search methods; additionally, such research should ei-
ther relate directly to a clinical condition from which
theminor concerned suffers or be of such a nature that
it can only be carried out on minors;

(f) the corresponding scientific guidelines of the Agency
have been followed;

(g) clinical trials havebeendesigned tominimisepain, dis-
comfort, fear and any other foreseeable risk in relation
to the disease and developmental stage; both the risk
threshold and thedegree of distress have tobe specially
defined and constantly monitored;

(h) the Ethics Committee, with paediatric expertise or
after taking advice in clinical, ethical and psychosocial
problems in the field of paediatrics, has endorsed the
protocol; and

(i) the interests of the patient always prevail over those of
science and society.

ARTICLE 5

Clinical trials on incapacitated adults not able to give
informed legal consent

In the case of other persons incapable of giving informed
legal consent, all relevant requirements listed for persons
capable of giving such consent shall apply. In addition to
these requirements, inclusion in clinical trials of incapac-
itated adults who have not given or not refused informed
consentbefore theonsetof their incapacity shallbeallowed
only if:
(a) the informed consent of the legal representative has

been obtained; consent must represent the subject’s
presumedwill andmaybe revoked at any time,without
detriment to the subject;

(b) the person not able to give informed legal consent has
received information according to his/her capacity of
understanding regarding the trial, the risks and the
benefits;

(c) the explicit wish of a subject who is capable of forming
anopinionandassessing this information torefusepar-
ticipation in, or to be withdrawn from, the clinical trial
at any time is considered by the investigator or where
appropriate the principal investigator;
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(d) no incentivesorfinancial inducementsaregivenexcept
compensation;

(e) such research is essential to validate data obtained in
clinical trials on persons able to give informed consent
or by other research methods and relates directly to a
life-threatening or debilitating clinical condition from
which the incapacitated adult concerned suffers;

(f) clinical trials havebeendesigned tominimisepain, dis-
comfort, fear and any other foreseeable risk in relation
to the disease and developmental stage; both the risk
threshold and the degree of distress shall be specially
defined and constantly monitored;

(g) the Ethics Committee, with expertise in the relevant
disease and the patient population concerned or af-
ter taking advice in clinical, ethical and psychosocial
questions in thefieldof the relevantdisease andpatient
population concerned, has endorsed the protocol;

(h) the interests of the patient always prevail over those of
science and society; and

(i) there are grounds for expecting that administering the
medicinal product to be tested will produce a benefit
to the patient outweighing the risks or produce no risk
at all.

ARTICLE 6

Ethics Committee

1 For the purposes of implementation of the clinical tri-
als, Member States shall take themeasures necessary for
establishment and operation of Ethics Committees.

2 TheEthicsCommitteeshall give itsopinion,beforeaclin-
ical trial commences, on any issue requested.

3 Inpreparing its opinion, theEthicsCommittee shall con-
sider, in particular:

(a) the relevance of the clinical trial and the trial design;
(b) whether the evaluation of the anticipated benefits

and risks as required under Article 3(2)(a) is satisfac-
tory and whether the conclusions are justified;

(c) the protocol;
(d) thesuitabilityof theinvestigatorandsupportingstaff;
(e) the investigator’s brochure;
(f) the quality of the facilities;
(g) the adequacy and completeness of the written in-

formation to be given and the procedure to be fol-
lowed for the purpose of obtaining informed con-
sent and the justification for the research on persons
incapable of giving informed consent as regards the
specific restrictions laid down in Article 3;

(h) provisionfor indemnityorcompensationintheevent
of injury or death attributable to a clinical trial;

(i) any insurance or indemnity to cover the liability of
the investigator and sponsor;

(j) the amounts and, where appropriate, the arrange-
ments for rewarding or compensating investigators
and trial subjects and the relevant aspects of any
agreement between the sponsor and the site;

(k) the arrangements for the recruitment of subjects.

4 Notwithstanding the provisions of this Article, aMember
Statemaydecide that the competent authority it hasdes-
ignated for the purpose of Article 9 shall be responsible
for the consideration of, and the giving of an opinion on,
the matters referred to in paragraph 3(h), (i) and ( j) of
this Article.
When a Member State avails itself of this provision, it

shall notify the Commission, the other Member States
and the Agency.

5 The Ethics Committee shall have a maximum of 60 days
from the date of receipt of a valid application to give its
reasoned opinion to the applicant and the competent
authority in the Member State concerned.

6 Withintheperiodofexaminationof theapplicationforan
opinion, theEthicsCommitteemay send a single request
for information supplementary to that already supplied
by the applicant. The period laid down in paragraph 5
shall be suspended until receipt of the supplementary
information.

7 No extension to the 60-day period referred to in para-
graph 5 shall be permissible except in the case of trials
involvingmedicinalproducts forgene therapyorsomatic
cell therapyormedicinalproductscontaininggenetically
modified organisms. In this case, an extension of a max-
imum of 30 days shall be permitted. For these products,
this 90-day period may be extended by a further 90 days
in the event of consultation of a group or a committee in
accordance with the regulations and procedures of the
Member States concerned. In the case of xenogenic cell
therapy, there shall be no time limit to the authorisation
period.

ARTICLE 7

Single opinion

For multi-centre clinical trials limited to the territory of a
single Member State, Member States shall establish a pro-
cedure providing, notwithstanding the number of Ethics
Committees, for the adoption of a single opinion for that
Member State.
In the case of multi-centre clinical trials carried out

in more than one Member State simultaneously, a single
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opinion shall be given for each Member State concerned
by the clinical trial.

ARTICLE 8

Detailed guidance

The Commission, in consultation withMember States and
interested parties, shall drawup andpublish detailed guid-
ance on the application format and documentation to be
submitted in an application for an ethics committee opin-
ion, in particular regarding the information that is given to
subjects, and on the appropriate safeguards for the protec-
tion of personal data.

ARTICLE 9

Commencement of a clinical trial

1 Member States shall take the measures necessary to en-
sure that the procedure described in this Article is fol-
lowed for commencement of a clinical trial.
The sponsor may not start a clinical trial until the

Ethics Committee has issued a favourable opinion and
inasmuch as the competent authority of the Member
State concerned has not informed the sponsor of any
grounds for non-acceptance. The procedures to reach
these decisions can be run in parallel or not, depending
on the sponsor.

2 Before commencing any clinical trial, the sponsor shall
be required to submit a valid request for authorisation to
the competent authority of the Member State in which
the sponsor plans to conduct the clinical trial.

3 If the competent authority of the Member State notifies
the sponsor of grounds for non-acceptance, the sponsor
may, on one occasion only, amend the content of the
request referred to in paragraph 2 in order to take due ac-
count of the grounds given. If the sponsor fails to amend
the request accordingly, the request shall be considered
rejected and the clinical trial may not commence.

4 Consideration of a valid request for authorisation by the
competentauthorityasstated inparagraph2shallbecar-
riedoutasrapidlyaspossibleandmaynotexceed60days.
The Member States may lay down a shorter period than
60dayswithin their areaof responsibility if that is incom-
pliance with current practice. The competent authority
can nevertheless notify the sponsor before the end of
this period that it has no grounds for non-acceptance.
No further extensions to the period referred to in the

first subparagraph shall be permissible except in the
case of trials involving the medicinal products listed in

paragraph 6, for which an extension of a maximum of
30daysshallbepermitted.Fortheseproducts, this90-day
periodmay be extended by a further 90 days in the event
of consultation of a group or a committee in accordance
with the regulations and procedures of the Member
States concerned. In the case of xenogenic cell therapy
there shall be no time limit to the authorisation period.

5 Without prejudice to paragraph 6, written authorisation
may be required before the commencement of clinical
trials for such trials on medicinal products which do
not have a marketing authorisation within the meaning
of Directive 65/65/EEC and are referred to in Part A of
the Annex to Regulation (EEC) No 2309/93, and other
medicinal products with special characteristics, such
as medicinal products the active ingredient or active
ingredients of which is or are a biological product or bio-
logical products of human or animal origin, or contains
biological components of human or animal origin, or
the manufacturing of which requires such components.

6 Written authorisation shall be required before com-
mencing clinical trials involving medicinal products for
gene therapy, somatic cell therapy including xenogenic
cell therapy and all medicinal products containing
genetically modified organisms. No gene therapy trials
may be carried out which result in modifications to the
subject’s germ line genetic identity.

7 This authorisation shall be issued without prejudice
to the application of Council Directives 90/219/EEC
of 23 April 1990 on the contained use of genetically
modified micro-organisms1 and 90/220/EEC of 23 April
1990 on the deliberate release into the environment of
genetically modified organisms2.

8 In consultation with Member States, the Commission
shall draw up and publish detailed guidance on:

(a) the format and contents of the request referred to in
paragraph 2 as well as the documentation to be sub-
mitted to support that request, on the quality and
manufacture of the investigational medicinal pro-
duct, any toxicological and pharmacological tests,
the protocol and clinical information on the investi-
gational medicinal product including the investiga-
tor’s brochure;

(b) the presentation and content of the proposed
amendment referred to in point (a) of Article 10 on
substantial amendments made to the protocol;

(c) the declaration of the end of the clinical trial.

1 OJ L 117, 8.5.1990, p. 1. Directive as last amended by Directive

98/81/EC (OJ L 330, 5.12.1998, p. 13).
2 OJ L 117, 8.5.1990, p. 15. Directive as last amended by Commission

Directive 97/35/EC (OJ L 169, 27.6.1997, p. 72).
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ARTICLE 10

Conduct of a clinical trial

Amendmentsmaybemade to the conduct of a clinical trial
following the procedure described hereinafter:
(a) after the commencement of the clinical trial, the spon-

sor may make amendments to the protocol. If those
amendments are substantial and are likely to have an
impactonthesafetyof the trial subjectsor tochange the
interpretation of the scientific documents in support of
the conduct of the trial, or if they are otherwise signif-
icant, the sponsor shall notify the competent authori-
ties of the Member State or Member States concerned
of the reasons for, and content of, these amendments
and shall inform the ethics committee or committees
concerned in accordance with Articles 6 and 9.
On the basis of the details referred to in Article 6(3)

and in accordance with Article 7, the Ethics Commit-
tee shall give an opinion within a maximum of 35 days
of the date of receipt of the proposed amendment in
good and due form. If this opinion is unfavourable,
the sponsormay not implement the amendment to the
protocol.
If the opinion of the Ethics Committee is favourable

and the competent authorities of the Member States
have raised no grounds for non-acceptance of the
above-mentioned substantial amendments, the spon-
sor shall proceed to conduct the clinical trial following
the amended protocol. Should this not be the case, the
sponsor shall either take account of the grounds for
non-acceptance and adapt the proposed amendment
to the protocol accordingly or withdraw the proposed
amendment;

(b) withoutprejudice topoint (a), in the lightof thecircum-
stances, notably the occurrence of anynew event relat-
ing to the conduct of the trial or the development of
the investigational medicinal product where that new
event is likely to affect the safety of the subjects, the
sponsor and the investigator shall take appropriate ur-
gent safetymeasures toprotect the subjects against any
immediate hazard. The sponsor shall forthwith inform
the competent authorities of those new events and the
measures taken and shall ensure that the Ethics Com-
mittee is notified at the same time;

(c) within 90 days of the end of a clinical trial the sponsor
shall notify the competent authorities of the Member
State orMember States concerned and the Ethics Com-
mittee that the clinical trial has ended. If the trial has
to be terminated early, this period shall be reduced to
15 days and the reasons clearly explained.

ARTICLE 11

Exchange of information

1 Member States in whose territory the clinical trial takes
place shall enter in a European database, accessible only
to the competent authorities of the Member States, the
Agency and the Commission:

(a) extracts from the request for authorisation referred
to in Article 9(2);

(b) any amendments made to the request, as provided
for in Article 9(3);

(c) any amendments made to the protocol, as provided
for in point (a) of Article 10;

(d) the favourable opinion of the Ethics Committee;
(e) the declaration of the end of the clinical trial; and
(f) a reference to the inspections carried out on confor-

mity with good clinical practice.

2 At the substantiated request of any Member State, the
Agency or the Commission, the competent authority
to which the request for authorisation was submitted
shall supply all further information concerning the clin-
ical trial in question other than the data already in the
European database.

3 In consultation with the Member States, the Commis-
sion shall draw up and publish detailed guidance on the
relevant data to be included in this European database,
which it operates with the assistance of the Agency, as
well as themethods for electronic communication of the
data. The detailed guidance thus drawn up shall ensure
that the confidentiality of the data is strictly observed.

ARTICLE 12

Suspension of the trial or infringements

1 Where aMember State has objective grounds for consid-
ering that the conditions in the request for authorisation
referred to in Article 9(2) are no longer met or has in-
formation raising doubts about the safety or scientific
validity of the clinical trial, it may suspend or prohibit
the clinical trial and shall notify the sponsor thereof.
Before the Member State reaches its decision it shall,

except where there is imminent risk, ask the sponsor
and/or the investigator for their opinion, to be delivered
within one week.
In this case, the competent authority concerned shall

forthwith inform the other competent authorities, the
Ethics Committee concerned, the Agency and the Com-
mission of its decision to suspend or prohibit the trial
and of the reasons for the decision.
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2 Where a competent authority has objective grounds for
considering that the sponsor or the investigator or any
otherperson involved in theconductof the trialno longer
meets the obligations laid down, it shall forthwith in-
form him thereof, indicating the course of action which
he must take to remedy this state of affairs. The com-
petent authority concerned shall forthwith inform the
Ethics Committee, the other competent authorities and
the Commission of this course of action.

ARTICLE 13

Manufacture and import of investigational
medicinal products

1 Member States shall take all appropriate measures to
ensure that the manufacture or importation of inves-
tigational medicinal products is subject to the hold-
ing of authorisation. In order to obtain the authorisa-
tion, the applicant and, subsequently, the holder of the
authorisation, shall meet at least the requirements de-
fined in accordance with the procedure referred to in
Article 21(2).

2 Member States shall take all appropriatemeasures to en-
sure that the holder of the authorisation referred to in
paragraph 1 has permanently and continuously at his
disposal the services of at least onequalifiedpersonwho,
in accordancewith the conditions laid down inArticle 23
of the second Council Directive 75/319/EEC of 20 May
1975 on the approximation of provisions laid down by
law, regulation or administrative action relating to pro-
prietarymedicinal products1, is responsible inparticular
for carryingout theduties specified inparagraph3of this
Article.

3 Member States shall take all appropriatemeasures to en-
sure that the qualified person referred to in Article 21 of
Directive 75/319/EEC, without prejudice to his relation-
ship with the manufacturer or importer, is responsible,
in the context of the procedures referred to in Article 25
of the said Directive, for ensuring:

(a) in the case of investigational medicinal products
manufactured in the Member State concerned, that
each batch of medicinal products has been man-
ufactured and checked in compliance with the re-
quirements of Commission Directive 91/356/EEC of
13 June 1991 laying down the principles and guide-
lines of good manufacturing practice for medicinal

1 OJ L 147, 9.6.1975, p. 13. Directive as last amended by Council

Directive 93/39/EC (OJ L 214, 24.8.1993, p. 22).

products for human use2, the product specification
file and the information notified pursuant to Article
9(2) of this Directive;

(b) in the case of investigational medicinal products
manufactured in a third country, that each produc-
tion batch has been manufactured and checked in
accordance with standards of good manufacturing
practice at least equivalent to those laid down in
Commission Directive 91/356/EEC, in accordance
with the product specification file, and that each
production batch has been checked in accordance
with the informationnotifiedpursuant toArticle 9(2)
of this Directive;

(c) in the case of an investigational medicinal product
which is a comparator product from a third coun-
try, and which has a marketing authorisation, where
the documentation certifying that each production
batch has been manufactured in conditions at least
equivalent to the standards of good manufacturing
practice referred to above cannot be obtained, that
each production batch has undergone all relevant
analyses, tests or checks necessary to confirm its
quality in accordance with the information notified
pursuant to Article 9(2) of this Directive.
Detailed guidanceon the elements tobe taken into

account when evaluating products with the object
of releasing batches within the Community shall be
drawn up pursuant to the goodmanufacturing prac-
tice guidelines, and in particular Annex 13 to the said
guidelines. Such guidelines will be adopted in accor-
dance with the procedure referred to in Article 21(2)
of this Directive and published in accordance with
Article 19a of Directive 75/319/EEC.

Insofar as the provisions laid down in (a), (b) or
(c) are complied with, investigational medicinal prod-
ucts shall not have to undergo any further checks if
they are imported into another Member State together
with batch release certification signed by the qualified
person.

4 In all cases, the qualified person must certify in a
register or equivalent document that each production
batch satisfies the provisions of this Article. The said
register or equivalent document shall be kept up to date
as operations are carried out and shall remain at the
disposal of the agents of the competent authority for the
period specified in the provisions of the Member States
concerned. This period shall in anyeventbenot less than
five years.

2 OJ L 193, 17.7.1991, p. 30.
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5 Any person engaging in activities as the qualified person
referred to in Article 21 of Directive 75/319/EEC as
regards investigational medicinal products at the time
when this Directive is applied in the Member State
where that person is, but without complying with the
conditions laid down in Articles 23 and 24 of that
Directive, shall be authorised to continue those activities
in the Member State concerned.

ARTICLE 14

Labelling

The particulars to appear in at least the official language(s)
of the Member State on the outer packaging of investiga-
tionalmedicinal products or, where there is no outer pack-
aging, on the immediate packaging, shall be published by
theCommission inthegoodmanufacturingpracticeguide-
lines on investigational medicinal products adopted in ac-
cordance with Article 19a of Directive 75/319/EEC.
In addition, these guidelines shall lay downadaptedpro-

visions relating to labelling for investigational medicinal
products intended forclinical trialswith the followingchar-
acteristics:
- the planning of the trial does not require particularman-
ufacturing or packaging processes;

- the trial is conductedwithmedicinalproductswith, in the
Member States concerned by the study, a marketing au-
thorisation within the meaning of Directive 65/65/EEC,
manufactured or imported in accordance with the provi-
sions of Directive 75/319/EEC;

- the patients participating in the trial have the same char-
acteristics as those covered by the indication specified in
the abovementioned authorisation.

ARTICLE 15

Verification of compliance of investigational medicinal
products with good clinical and manufacturing practice

1 To verify compliance with the provisions on good clini-
cal andmanufacturing practice,Member States shall ap-
point inspectors to inspect the sites concerned by any
clinical trial conducted, particularly the trial site or sites,
the manufacturing site of the investigational medicinal
product, any laboratory used for analyses in the clinical
trial and/or the sponsor’s premises.
The inspections shall be conducted by the competent

authority of the Member State concerned, which shall
inform the Agency; they shall be carried out on behalf

of the Community and the results shall be recognised by
all the other Member States. These inspections shall be
coordinated by the Agency, within the framework of its
powers as provided for in Regulation (EEC) No 2309/93.
A Member State may request assistance from another
Member State in this matter.

2 Following inspection, an inspection report shall be pre-
pared. It must be made available to the sponsor while
safeguarding confidential aspects. It may bemade avail-
able to theotherMember States, to theEthicsCommittee
and to the Agency, at their reasoned request.

3 At the request of the Agency, within the framework of its
powers as provided for in Regulation (EEC) No 2309/93,
or of one of the Member States concerned, and follow-
ing consultation with theMember States concerned, the
Commission may request a new inspection should ver-
ification of compliance with this Directive reveal differ-
ences betweenMember States.

4 Subject to any arrangements whichmay have been con-
cluded between the Community and third countries, the
Commission, upon receipt of a reasoned request from
a Member State or on its own initiative, or a Member
Statemay propose that the trial site and/or the sponsor’s
premises and/or themanufacturer established in a third
country undergo an inspection. The inspection shall be
carried out by duly qualified Community inspectors.

5 The detailed guidelines on the documentation relating
to the clinical trial, which shall constitute the master
file on the trial, archiving, qualifications of inspectors
and inspection procedures to verify compliance of the
clinical trial in question with this Directive shall be
adopted and revised in accordance with the procedure
referred to in Article 21(2).

ARTICLE 16

Notification of adverse events

1 The investigator shall report all serious adverse events
immediately to the sponsor except for those that thepro-
tocolor investigator’sbrochure identifiesasnot requiring
immediate reporting. The immediate report shall be fol-
lowed by detailed, written reports. The immediate and
follow-up reports shall identify subjects by unique code
numbers assigned to the latter.

2 Adverse events and/or laboratory abnormalities identi-
fied in the protocol as critical to safety evaluations shall
be reported to the sponsor according to the reporting re-
quirements and within the time periods specified in the
protocol.
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3 For reported deaths of a subject, the investigator shall
supply the sponsor and the Ethics Committee with any
additional information requested.

4 The sponsor shall keep detailed records of all adverse
events which are reported to him by the investigator or
investigators. These records shall be submitted to the
MemberStates inwhose territory theclinical trial isbeing
conducted, if they so request.

ARTICLE 17

Notification of serious adverse reactions

1(a) The sponsor shall ensure that all relevant informa-
tion about suspected serious unexpected adverse re-
actions that are fatal or life-threatening is recorded
and reported as soon as possible to the competent
authorities in all the Member States concerned, and
to the Ethics Committee, and in any case no later
than seven days after knowledge by the sponsor of
such a case, and that relevant follow-up information
is subsequently communicated within an additional
eight days.

(b) All other suspected serious unexpected adverse reac-
tions shall be reported to the competent authorities
concerned and to the Ethics Committee concerned as
soon as possible butwithin amaximumof fifteendays
of first knowledge by the sponsor.

(c) Each Member State shall ensure that all suspected
unexpected serious adverse reactions to an investi-
gational medicinal product which are brought to its
attention are recorded.

(d) The sponsor shall also inform all investigators.
2 Once a year throughout the clinical trial, the sponsor

shall provide theMember States inwhose territory the
clinical trial is being conducted and the Ethics Com-
mittee with a listing of all suspected serious adverse
reactions which have occurred over this period and a
report of the subjects’ safety.

3(a) Each Member State shall see to it that all suspected
unexpected serious adverse reactions to an inves-
tigational medicinal product which are brought to
its attention are immediately entered in a European
database to which, in accordance with Article 11(1),
only the competent authorities of the Member
States, the Agency and the Commission shall have
access.

(b) TheAgency shallmake the informationnotifiedby the
sponsor available to the competent authorities of the
Member States.

ARTICLE 18

Guidance concerning reports

The Commission, in consultation with the Agency, Mem-
ber States and interested parties, shall draw up and pub-
lish detailed guidance on the collection, verification and
presentation of adverse event/reaction reports, together
with decoding procedures for unexpected serious adverse
reactions.

ARTICLE 19

General provisions

This Directive is without prejudice to the civil and criminal
liability of the sponsor or the investigator. To this end, the
sponsor or a legal representative of the sponsor must be
established in the Community.
Unless Member States have established precise condi-

tions forexceptionalcircumstances, investigationalmedic-
inal products and, as the case may be, the devices used for
their administration shall be made available free of charge
by the sponsor.
TheMember States shall inform theCommissionof such

conditions.

ARTICLE 20

Adaptation to scientific and technical progress

ThisDirective shall be adapted to take account of scientific
and technical progress in accordance with the procedure
referred to in Article 21(2).

ARTICLE 21

Committee procedure

1 The Commission shall be assisted by the Standing Com-
mittee on Medicinal Products for Human Use, set up by
Article 2b of Directive 75/318/EEC (hereinafter referred
to as the Committee).

2 Where reference ismade to this paragraph, Articles 5 and
7 of Decision 1999/468/EC shall apply, having regard to
the provisions of Article 8 thereof.
The period referred to in Article 5(6)of Decision

1999/468/EC shall be set at three months.
3 The Committee shall adopt its rules of procedure.
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ARTICLE 22

Application

1 MemberStates shall adoptandpublishbefore1May2003
the laws, regulations and administrative provisions nec-
essary to complywith thisDirective. They shall forthwith
inform the Commission thereof.
They shall apply these provisions at the latest with ef-

fect from 1May 2004.
WhenMemberStatesadopt theseprovisions, theyshall

contain a reference to this Directive or shall be accom-
panied by such reference on the occasion of their official
publication. Themethods ofmaking such reference shall
be laid down byMember States.

2 Member States shall communicate to the Commission
the textof theprovisionsofnational lawwhich theyadopt
in the field governed by this Directive.

ARTICLE 23

Entry into force

This Directive shall enter into force on the day of
its publication in the Official Journal of the European
Communities.

ARTICLE 24

Addressees

This Directive is addressed to the Member States.
Done at Luxembourg, 4 April 2001.
For the European Parliament For the Council
The President The President
N. Fontaine B. Rosengren
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European convention on human rights and biomedicine
(ETS 164) and additional protocol on the prohibition
of cloning human beings

Council of Europe

Oviedo, 4.IV.1997

Preamble

The member States of the Council of Europe, the other
States and the European Community, signatories hereto,
Bearing in mind the Universal Declaration of Human

Rights proclaimed by the General Assembly of the United
Nations on 10 December 1948;
Bearing in mind the Convention for the Protec-

tion of Human Rights and Fundamental Freedoms of
4 November 1950;
Bearing in mind the European Social Charter of

18 October 1961;
Bearing inmind the International Covenant onCivil and

Political Rights and the International Covenant on Eco-
nomic, Social and Cultural Rights of 16 December 1966;
Bearing in mind the Convention for the Protection

of Individuals with regard to Automatic Processing of
Personal Data of 28 January 1981;
Bearing also inmind theConvention on the Rights of the

Child of 20 November 1989;
Considering that the aim of the Council of Europe is the

achievement of a greater unity between its members and
that one of themethods bywhich that aim is to be pursued
is themaintenance and further realisation of human rights
and fundamental freedoms;
Conscious of the accelerating developments in biology

andmedicine;

Chapter 5 on scientific research has been expanded. The final version

may appear at the end of 2002. See the website for more information:

www.coe.int

c© Council of Europe.

Convinced of the need to respect the human being both
as an individual andasamemberof thehumanspecies and
recognising the importance of ensuring the dignity of the
human being;
Conscious that the misuse of biology andmedicine may

lead to acts endangering human dignity;
Affirming that progress in biology and medicine should

be used for the benefit of present and future genera-
tions;
Stressing the need for international co-operation so

that all humanity may enjoy the benefits of biology and
medicine;
Recognising the importance of promoting a public de-

bate on the questions posed by the application of biology
andmedicine and the responses to be given thereto;
Wishing to remind all members of society of their rights

and responsibilities;
Taking account of the work of the Parliamentary Assem-

bly in this field, includingRecommendation1160 (1991) on
the preparation of a convention on bioethics;
Resolving to take suchmeasures as are necessary to safe-

guard human dignity and the fundamental rights and free-
doms of the individual with regard to the application of
biology andmedicine,
Have agreed as follows:

Chapter I General provisions

Article 1 Purpose and object

Parties to this Convention shall protect the dignity and
identity of all humanbeings andguarantee everyone,with-
out discrimination, respect for their integrity and other
rights and fundamental freedoms with regard to the ap-
plication of biology andmedicine.

196
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Each Party shall take in its internal law the necessary
measures togiveeffect to theprovisionsof thisConvention.

Article 2 Primacy of the human being

The interests and welfare of the human being shall prevail
over the sole interest of society or science.

Article 3 Equitable access to health care

Parties, taking into account health needs and available re-
sources, shall takeappropriatemeasureswithaviewtopro-
viding, within their jurisdiction, equitable access to health
care of appropriate quality.

Article 4 Professional standards

Any intervention in the health field, including research,
must be carried out in accordance with relevant profes-
sional obligations and standards.

Chapter II Consent

Article 5 General rule

An intervention in the health field may only be carried out
after the person concerned has given free and informed
consent to it.
This person shall beforehandbe given appropriate infor-

mation as to the purpose and nature of the intervention as
well as on its consequences and risks.
The person concerned may freely withdraw consent at

any time.

Article 6 Protection of persons not able to consent

1 Subject to Articles 17 and 20 below, an intervention may
only be carried out on a person who does not have the
capacity to consent, for his or her direct benefit.

2 Where,accordingto law,aminordoesnothavethecapac-
ity to consent to an intervention, the intervention may
only be carried out with the authorisation of his or her
representative or an authority or a person or body pro-
vided for by law.
The opinion of theminor shall be taken into consider-

ationas an increasinglydetermining factor inproportion
to his or her age and degree of maturity.

3 Where, according to law, an adult does not have the
capacity to consent to an intervention because of a
mental disability, a disease or for similar reasons, the

intervention may only be carried out with the authori-
sation of his or her representative or an authority or a
person or body provided for by law.
The individual concerned shall as far as possible take

part in the authorisation procedure.
4 The representative, the authority, the person or the body
mentioned in paragraphs 2 and 3 above shall be given,
under the same conditions, the information referred to
in Article 5.

5 Theauthorisation referred to inparagraphs2and3above
may bewithdrawn at any time in the best interests of the
person concerned.

Article 7 Protection of persons who have
a mental disorder

Subject to protective conditions prescribed by law, includ-
ing supervisory, control and appeal procedures, a person
who has amental disorder of a serious nature may be sub-
jected,withouthisorher consent, to an interventionaimed
at treating his or her mental disorder only where, without
such treatment, serious harm is likely to result to his or her
health.

Article 8 Emergency situation

When because of an emergency situation the appropriate
consent cannot be obtained, any medically necessary in-
tervention may be carried out immediately for the benefit
of the health of the individual concerned.

Article 9 Previously expressed wishes

The previously expressed wishes relating to a medical in-
tervention by a patient who is not, at the time of the inter-
vention, in a state to expresshis orherwishes shall be taken
into account.

Chapter III Private life and right to information

Article 10 Private life and right to information

1 Everyonehas theright torespect forprivate life inrelation
to information about his or her health.

2 Everyone is entitled to know any information collected
about his or her health. However, the wishes of individu-
als not to be so informed shall be observed.

3 In exceptional cases, restrictions may be placed by law
on the exercise of the rights contained in paragraph 2 in
the interests of the patient.
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Chapter IV Human genome

Article 11 Non-discrimination

Any form of discrimination against a person on grounds of
his or her genetic heritage is prohibited.

Article 12 Predictive genetic tests

Testswhicharepredictiveofgeneticdiseasesorwhichserve
either to identify the subject as a carrier of a gene respon-
sible for a disease or to detect a genetic predisposition
or susceptibility to a disease may be performed only for
health purposes or for scientific research linked to health
purposes, and subject to appropriate genetic counselling.

Article 13 Interventions on the human genome

An intervention seeking tomodify thehumangenomemay
only be undertaken for preventive, diagnostic or therapeu-
tic purposes andonly if its aim isnot to introduce anymod-
ification in the genome of any descendants.

Article 14 Non-selection of sex

The use of techniques of medically assisted procreation
shall not be allowed for the purpose of choosing a future
child’s sex, exceptwhere serious hereditary sex-related dis-
ease is to be avoided.

Chapter V Scientific research

Article 15 General rule

Scientific research in thefieldofbiologyandmedicine shall
be carried out freely, subject to the provisions of this Con-
vention and the other legal provisions ensuring the protec-
tion of the human being.

Article 16 Protection of persons undergoing research

Research on a person may only be undertaken if all the
following conditions are met:
i there is no alternative of comparable effectiveness to
research on humans;

ii the risks which may be incurred by that person are
not disproportionate to the potential benefits of the re-
search;

iii the research project has been approved by the compe-
tentbodyafter independentexaminationof its scientific

merit, including assessment of the importance of the
aim of the research, and multidisciplinary review of its
ethical acceptability,

iv the persons undergoing research have been informed
of their rights and the safeguards prescribed by law for
their protection;

v the necessary consent as provided for under Article 5
has been given expressly, specifically and is docu-
mented. Such consent may be freely withdrawn at any
time.

Article 17 Protection of persons not able to consent
to research

1 Research on a person without the capacity to consent as
stipulated in Article 5 may be undertaken only if all the
following conditions are met:
i theconditions laiddowninArticle16, sub-paragraphs
i to iv, are fulfilled;

ii the results of the research have the potential to pro-
duce real and direct benefit to his or her health;

iii research of comparable effectiveness cannot be car-
ried out on individuals capable of giving consent;

iv the necessary authorisation provided for under
Article 6 has been given specifically and in writing;
and

v the person concerned does not object.
2 Exceptionally and under the protective conditions pre-
scribed by law, where the research has not the poten-
tial to produce results of direct benefit to the health of
the person concerned, such research may be authorised
subject to the conditions laid down in paragraph 1, sub-
paragraphs i, iii, iv and v above, and to the following ad-
ditional conditions:
i the research has the aim of contributing, through
significant improvement in the scientific under-
standing of the individual’s condition, disease or dis-
order, to the ultimate attainment of results capable
of conferring benefit to the person concerned or to
other persons in the same age category or afflicted
with the same disease or disorder or having the same
condition;

ii the research entails only minimal risk and minimal
burden for the individual concerned.

Article 18 Research on embryos in vitro

1 Where the lawallowsresearchonembryos in vitro, it shall
ensure adequate protection of the embryo.

2 The creation of human embryos for research purposes is
prohibited.
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Chapter VI Organ and tissue removal from living
donors for transplantation purposes

Article 19 General rule

1 Removaloforgansor tissue froma livingperson for trans-
plantation purposes may be carried out solely for the
therapeutic benefit of the recipient andwhere there is no
suitable organor tissue available fromadeceasedperson
and no other alternative therapeutic method of compa-
rable effectiveness.

2 The necessary consent as provided for under Article 5
must have been given expressly and specifically either in
written form or before an official body.

Article 20 Protection of persons not able to consent
to organ removal

1 Noorganortissueremovalmaybecarriedoutonaperson
whodoesnothavethecapacitytoconsentunderArticle5.

2 Exceptionally and under the protective conditions pre-
scribed by law, the removal of regenerative tissue from
a person who does not have the capacity to consent
may be authorised provided the following conditions are
met:

i there is no compatible donor available who has the
capacity to consent;

ii the recipient is a brother or sister of the donor;
iii the donationmust have the potential to be life-saving

for the recipient;
iv the authorisation provided for under paragraphs 2

and 3 of Article 6 has been given specifically and in
writing, in accordance with the law and with the ap-
proval of the competent body;

v the potential donor concerned does not object.

Chapter VII Prohibition of financial gain and disposal
of a part of the human body

Article 21 Prohibition of financial gain

The human body and its parts shall not, as such, give rise
to financial gain.

Article 22 Disposal of a removed part of the
human body

When in the course of an intervention any part of a human
body is removed, it may be stored and used for a purpose
other than that forwhich itwas removed, only if this is done

in conformity with appropriate information and consent
procedures.

Chapter VIII Infringements of the provisions of the
Convention

Article 23 Infringement of the rights or principles

The Parties shall provide appropriate judicial protection to
prevent or to put a stop to an unlawful infringement of the
rights and principles set forth in this Convention at short
notice.

Article 24 Compensation for undue damage

Thepersonwhohas sufferedunduedamage resulting from
an intervention is entitled to fair compensation according
to the conditions and procedures prescribed by law.

Article 25 Sanctions

Partiesshallprovide forappropriatesanctions tobeapplied
in the event of infringement of the provisions contained in
this Convention.

Chapter IX Relation between this Convention and
other provisions

Article 26 Restrictions on the exercise of the rights

1 Norestrictionsshallbeplacedontheexerciseof therights
and protective provisions contained in this Convention
other than such as are prescribed by law and are neces-
sary inademocraticsociety intheinterestofpublicsafety,
for the prevention of crime, for the protection of public
health or for the protection of the rights and freedoms of
others.

2 The restrictions contemplated in the preceding para-
graph may not be placed on Articles 11, 13, 14, 16, 17,
19, 20 and 21.

Article 27 Wider protection

None of the provisions of this Convention shall be inter-
preted as limiting or otherwise affecting the possibility for
aParty tograntawidermeasureofprotectionwith regard to
the application of biology and medicine than is stipulated
in this Convention.
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Chapter X Public debate

Article 28 Public debate

Parties to this Convention shall see to it that the funda-
mental questions raised by the developments of biology
andmedicine are the subject of appropriate public discus-
sion in the light, in particular, of relevant medical, social,
economic, ethical and legal implications, and that their
possible application is made the subject of appropriate
consultation.

Chapter XI Interpretation and follow-up of the
Convention

Article 29 Interpretation of the Convention

The European Court of Human Rights may give, without
direct reference to any specific proceedings pending in
a court, advisory opinions on legal questions concern-
ing the interpretation of the present Convention at the
request of:
- the Government of a Party, after having informed the
other Parties;

- the Committee set up by Article 32, withmembership re-
stricted to the Representatives of the Parties to this Con-
vention, by a decision adopted by a two-thirds majority
of votes cast.

Article 30 Reports on the application of the
Convention

On receipt of a request from the Secretary General of the
Council of Europe any Party shall furnish an explanation
of the manner in which its internal law ensures the ef-
fective implementation of any of the provisions of the
Convention.

Chapter XII Protocols

Article 31 Protocols

Protocols may be concluded in pursuance of Article 32,
with a view to developing, in specific fields, the principles
contained in this Convention.
The Protocols shall be open for signature by Signatories

of the Convention. They shall be subject to ratification, ac-
ceptance or approval. A Signatory may not ratify, accept
or approve Protocols without previously or simultaneously
ratifying accepting or approving the Convention.

Chapter XIII Amendments to the Convention

Article 32 Amendments to the Convention

1 The tasks assigned to “the Committee” in the present ar-
ticle and in Article 29 shall be carried out by the Steering
CommitteeonBioethics (CDBI), orbyanyother commit-
tee designated to do so by the Committee of Ministers.

2 Without prejudice to the specific provisions of Article 29,
each member State of the Council of Europe, as well as
eachParty to thepresentConventionwhich isnotamem-
ber of the Council of Europe, may be represented and
have one vote in the Committee when the Committee
carries out the tasks assigned to it by the present Con-
vention.

3 Any State referred to in Article 33 or invited to accede
to the Convention in accordance with the provisions of
Article 34 which is not Party to this Convention may
be represented on the Committee by an observer. If the
EuropeanCommunity isnotaParty itmayberepresented
on the Committee by an observer.

4 In order to monitor scientific developments, the present
Convention shall be examined within the Committee no
later than five years from its entry into force and there-
after at such intervals as the Committee may determine.

5 Any proposal for an amendment to this Convention, and
anyproposal foraProtocolor foranamendment toaPro-
tocol, presented by a Party, the Committee or the Com-
mittee of Ministers shall be communicated to the Sec-
retary General of the Council of Europe and forwarded
by him to the member States of the Council of Europe,
to the European Community, to any Signatory, to any
Party, to any State invited to sign this Convention in ac-
cordancewith theprovisionsofArticle33andtoanyState
invitedtoaccedeto it inaccordancewiththeprovisionsof
Article 34.

6 The Committee shall examine the proposal not earlier
than twomonths after it has been forwarded by the Sec-
retaryGeneral inaccordancewithparagraph5.TheCom-
mittee shall submit the text adopted by a two-thirdsma-
jority of the votes cast to the Committee of Ministers for
approval. After its approval, this text shall be forwarded
to the Parties for ratification, acceptance or approval.

7 Anyamendment shall enter into force, in respect of those
Parties which have accepted it, on the first day of the
month following the expiration of a period of onemonth
after thedateonwhichfiveParties, includingat least four
member States of the Council of Europe, have informed
the Secretary General that they have accepted it.

In respect of any Party which subsequently accepts it, the
amendment shall enter into force on the first day of the
month following the expiration of a period of one month
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after the date on which that Party has informed the Secre-
tary General of its acceptance.

Chapter XIV Final clauses

Article 33 Signature, ratification and entry into force

1 This Convention shall be open for signature by themem-
ber States of the Council of Europe, the non-member
States which have participated in its elaboration and by
the European Community.

2 This Convention is subject to ratification, acceptance or
approval. Instruments of ratification, acceptance or ap-
proval shall be deposited with the Secretary General of
the Council of Europe.

3 This Convention shall enter into force on the first day of
the month following the expiration of a period of three
months after the date on which five States, including at
least four member States of the Council of Europe, have
expressed their consent to be bound by the Convention
in accordance with the provisions of paragraph 2 of the
present article.

4 In respectofanySignatorywhichsubsequentlyexpresses
its consent to be bound by it, the Convention shall enter
into force on the first day of the month following the
expiration of a period of three months after the date of
the deposit of its instrument of ratification, acceptance
or approval.

Article 34 Non-member States

1 After the entry into force of this Convention, the Com-
mittee of Ministers of the Council of Europe may, after
consultation of the Parties, invite any non-member State
of the Council of Europe to accede to this Conven-
tion by a decision taken by the majority provided for in
Article 20, paragraph d, of the Statute of the Council of
Europe,andbytheunanimousvoteof therepresentatives
of theContracting States entitled to sit on theCommittee
of Ministers.

2 In respect of any acceding State, the Convention shall
enter into force on the first day of the month following
theexpirationofaperiodof threemonthsafter thedateof
deposit of the instrument of accessionwith the Secretary
General of the Council of Europe.

Article 35 Territories

1 Any Signatory may, at the time of signature or when
depositing its instrument of ratification, acceptance or
approval, specify the territory or territories to which this

Convention shall apply. Any other State may formulate
the same declaration when depositing its instrument of
accession.

2 Any Party may, at any later date, by a declaration ad-
dressed to theSecretaryGeneralof theCouncilofEurope,
extend the application of this Convention to any other
territory specified in the declaration and for whose
international relations it is responsible or on whose be-
half it is authorised to give undertakings. In respect of
such territory the Convention shall enter into force on
the first day of the month following the expiration of a
period of three months after the date of receipt of such
declaration by the Secretary General.

3 Any declaration made under the two preceding para-
graphs may, in respect of any territory specified in such
declaration, be withdrawn by a notification addressed
to the Secretary General. The withdrawal shall become
effective on the first day of themonth following the expi-
rationof aperiodof threemonths after thedateof receipt
of such notification by the Secretary General.

Article 36 Reservations

1 AnyStateand theEuropeanCommunitymay,whensign-
ing this Convention or when depositing the instrument
of ratification, acceptance, approval or accession, make
a reservation in respect of any particular provision of the
Convention to the extent that any law then in force in its
territory is not in conformitywith theprovision. Reserva-
tions of a general character shall not be permitted under
this article.

2 Any reservation made under this article shall contain a
brief statement of the relevant law.

3 Any Party which extends the application of this Conven-
tion to a territory mentioned in the declaration referred
to in Article 35, paragraph 2, may, in respect of the terri-
tory concerned, make a reservation in accordance with
the provisions of the preceding paragraphs.

4 Any Party which has made the reservationmentioned in
this article may withdraw it by means of a declaration
addressed to the Secretary General of the Council of
Europe. The withdrawal shall become effective on the
first day of themonth following the expirationof a period
of onemonth after the date of its receipt by the Secretary
General.

Article 37 Denunciation

1 Any Party may at any time denounce this Convention
by means of a notification addressed to the Secretary
General of the Council of Europe.
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2 Suchdenunciation shall becomeeffectiveon thefirst day
of themonth following the expiration of a period of three
months after the date of receipt of the notification by the
Secretary General.

Article 38 Notifications

The Secretary General of the Council of Europe shall notify
the member States of the Council, the European Commu-
nity, any Signatory, anyParty and anyother Statewhichhas
been invited to accede to this Convention of:
a any signature;
b the deposit of any instrument of ratification, acceptance,
approval or accession;

c any date of entry into force of this Convention in accor-
dance with Articles 33 or 34;

d any amendment or Protocol adopted in accordancewith
Article 32, and the date onwhich such an amendment or
Protocol enters into force;

e any declaration made under the provisions of Article 35;
f any reservation and withdrawal of reservation made in
pursuance of the provisions of Article 36;

g any other act, notification or communication relating to
this Convention.

Inwitnesswhereof the undersigned, being duly authorised
thereto, have signed this Convention.
Done at Oviedo (Asturias), this 4th day of April 1997, in

English andFrench, both texts being equally authentic, in a
single copy which shall be deposited in the archives of the
Council of Europe. The Secretary General of the Council
of Europe shall transmit certified copies to each member
Stateof theCouncilofEurope, totheEuropeanCommunity,
to the non-member States which have participated in the
elaboration of this Convention, and to any State invited to
accede to this Convention.

Additional Protocol to the Convention for the
Protection of Human Rights and Dignity of the
Human Being with regard to the Application of
Biology and Medicine, on the prohibition of
cloning human beings (ETS No. 168) and
explanatory report to the Protocol

The member States of the Council of Europe, the other
States and the European Community Signatories to this
Additional Protocol to the Convention for the Protection of
HumanRights andDignity of theHumanBeingwith regard
to the Application of Biology andMedicine,

DIR/JUR (98) 7

Noting scientific developments in the field of mammal
cloning, particularly through embryo splitting and nuclear
transfer;
Mindful of the progress that some cloning techniques

themselvesmay bring to scientific knowledge and itsmed-
ical application;
Considering that the cloning of human beings may be-

come a technical possibility;
Having noted that embryo splitting may occur naturally

and sometimes result in the birth of genetically identical
twins;
Consideringhowever that the instrumentalisationof hu-

man beings through the deliberate creation of genetically
identical human beings is contrary to human dignity and
thus constitutes a misuse of biology andmedicine;
Considering also the serious difficulties of a medical,

psychological and social nature that such a deliberate
biomedical practice might imply for all the individuals
involved;
Considering the purpose of the Convention on Human

Rights and Biomedicine, in particular the principle men-
tioned inArticle 1 aiming toprotect thedignity and identity
of all human beings,
Have agreed as follows:

Article 1

1 Any intervention seeking to create a humanbeing genet-
ically identical to another human being, whether living
or dead, is prohibited.

2 For the purpose of this article, the term human being
“genetically identical” to another human being means
a human being sharing with another the same nuclear
gene set.

Article 2

No derogation from the provisions of this Protocol shall be
made under Article 26, paragraph 1, of the Convention.
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Article 3

As between the Parties, the provisions of Articles 1 and 2 of
this Protocol shall be regarded as additional articles to the
Convention and all the provisions of the Convention shall
apply accordingly.

Article 4

This Protocol shall be open for signature by Signatories to
the Convention. It is subject to ratification, acceptance or
approval. A Signatorymay not ratify, accept or approve this
Protocol unless it haspreviously or simultaneously ratified,
accepted or approved the Convention. Instruments of rati-
fication, acceptanceorapproval shall bedepositedwith the
Secretary General of the Council of Europe.

Article 5

1 This Protocol shall enter into force on the first day of
the month following the expiration of a period of three
months after the date on which five States, including at
least four member States of the Council of Europe, have
expressed their consent to be bound by the Protocol in
accordance with the provisions of Article 4.

2 In respectofanySignatorywhichsubsequentlyexpresses
its consent to be bound by it, the Protocol shall enter
into force on the first day of the month following the
expiration of a period of three months after the date of
the deposit of the instrument of ratification, acceptance
or approval.

Article 6

1 After the entry into force of this Protocol, any Statewhich
has acceded to the Convention may also accede to this
Protocol.

2 Accession shall be effected by the deposit with the Sec-
retary General of the Council of Europe of an instrument
of accession which shall take effect on the first day of
the month following the expiration of a period of three
months after the date of its deposit.

Article 7

1 Any Party may at any time denounce this Protocol by
means of a notification addressed to the Secretary Gen-
eral of the Council of Europe.

2 Suchdenunciation shall becomeeffectiveon thefirst day
of themonth following the expiration of a period of three
months after the date of receipt of such notification by
the Secretary General.

Article 8

The Secretary General of the Council of Europe shall notify
themember States of the Council of Europe, the European
Community, any Signatory, any Party and any other State
which has been invited to accede to the Convention of:
a any signature;
b the deposit of any instrument of ratification, acceptance,
approval or accession;

c anydate of entry into force of this Protocol in accordance
with Articles 5 and 6;

d any other act, notification or communication relating to
this Protocol.

Inwitnesswhereof the undersigned, being duly authorised
thereto, have signed this Protocol.
Done at Paris, this twelfth day of January 1998, in English

andinFrench,bothtextsbeingequallyauthentic, inasingle
copywhichshall bedeposited in thearchivesof theCouncil
of Europe. The Secretary General of the Council of Europe
shall transmit certified copies to each member State of
the Council of Europe, to the non-member States which
have participated in the elaboration of this Protocol, to
any State invited to accede to the Convention and to the
European Community.

Explanatory report to the additional protocol to
the convention on human rights and biomedicine
on the prohibition of cloning human beings

1 This Protocol builds oncertainprovisionsof theConven-
tiononHumanRights andBiomedicine, inparticular the
following: Article 1 provides that Parties to this Conven-
tion shall protect the dignity and identity of all human
beings and guarantee everyone, without discrimination,
respect for their integrityandother rightsandfundamen-
tal freedoms with regard to the application of biology
and medicine; Article 13, which provides that an inter-
vention seeking to modify the human genomemay only
be undertaken for preventive, diagnostic or therapeutic
purposes and only if its aim is not to introduce anymod-
ification in the genome of any descendants; Article 18.1,
whichensures theprotectionof theembryo in vitro in the
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framework of research and Article 18.2 which prohibits
the creation of embryos for research purposes.

2 Cloning of cells and tissue is consideredworldwide to be
an ethically acceptable valuable biomedical technique.
However, there are different views about the ethical ac-
ceptabilityof cloningundifferentiatedcells of embryonic
origin. Whatever attitudes towards such cloning tech-
niques exist, the standards set forth in the Convention
on Human Rights and Biomedicine as mentioned above
form clear barriers against the misuse of human em-
bryos, as their adequate protection is guaranteed and
their creation for research purposes is prohibited by
Article 18 of the Convention. Therefore, one has to dis-
tinguish between three situations: cloning of cells as a
technique, use of embryonic cells in cloning techniques,
and cloning of human beings, for example by utilising
the techniques of embryo splitting or nuclear transfer.
Whereas the first situation is fully acceptable ethically,
the second should be examined in the protocol on em-
bryo protection. The consequences of the third situa-
tion, that is the prohibition of cloning human beings,
are within the scope of this Protocol.

3 Deliberately cloning humans is a threat to human iden-
tity, as it would give up the indispensable protection
against the predetermination of the human genetic con-
stitution by a third party. Further ethical reasoning for a
prohibition toclonehumanbeings isbasedfirstand fore-
most on human dignity which is endangered by instru-
mentalisation through artificial human cloning. Even if
in the future, in theory, a situation could be conceived,
which might seem to exclude the instrumentalisation of
artificially clonedhumanoffspring, this isnotconsidered
a sufficient ethical justification for the cloning of human
beings. As naturally occurring genetic recombination is
likely to create more freedom for the human being than
a predetermined genetic make up, it is in the interest of
all persons to keep the essentially random nature of the
composition of their own genes.

4 ThisProtocol doesnot takea specific standon theadmis-
sibility of cloning cells and tissue for research purposes
resulting inmedical applications.However, it can be said

that cloning as a biomedical technique is an important
tool for the development of medicine, especially for the
developmentofnewtherapies.Theprovisions inthisPro-
tocol shallnotbeunderstoodasprohibitingcloningtech-
niques in cell biology.

5 However, the Protocol does enshrine clear barriers
against any attempt artificially to produce genetically
identical human beings. The Protocol is not concerned
with hormone stimulation to treat infertility in women
and which might result in the birth of twins. It explic-
itly restricts genetic identity to sharing the same nuclear
gene set,meaning that any intervention by embryo split-
ting or nuclear transfer techniques seeking to create a
humanbeing genetically identical to another humanbe-
ing, whether living or dead, is prohibited.

6 In conformity with the approach followed in the
preparation of the Convention on Human Rights and
Biomedicine, it was decided to leave it to domestic
law to define the scope of the expression “human be-
ing” for the purposes of the application of the present
Protocol.

7 The term “nuclear” means that only genes of the
nucleus – not the mitochondrial genes – are looked at
with respect to identity, which is why the prohibition
of cloning human beings also covers all nuclear transfer
methods seeking to create identical human beings. The
term “the same nuclear gene set” takes into account the
fact that during development some genes may undergo
somatic mutation. Thus monozygotic twins developed
from a single fertilised egg will share the same nuclear
gene set, but may not be 100% identical with respect to
all their genes. It is important to note that the Protocol
does not intend to discriminate in any fashion against
natural monozygotic twins.

8 This Protocol is an important step in drawing up clear
ethical and legal provisions in the area of reproductive
medicine. Together with the provisions in Articles 1, 13,
14 and 18 of the Convention, it enshrines important eth-
ical principles which should form the basis for further
developments of biology and medicine in this field not
only today but also in the future.
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1 Introduction and scope

The MRC expects all scientists, both clinical and non-
clinical, funded by the Council (ie, MRC employees, visit-
ing workers in MRC establishments, and recipients of MRC
grants or training awards) to adopt the highest achievable
standards in the conduct of their research. This means ex-
hibiting impeccable scientific integrity and following the
principles of good research practice.

TheMRC Policy and Procedure for Inquiring into Allega-
tions of ScientificMisconduct is published separately.1 This
booklet outlines the key elements of good research prac-
tice, setting out the principles that should be taken into
account when planning and conducting research, and like-
wise when recording, reporting, and applying the results.

The seven principles of public life outlined by the Com-
mittee on Standards in Public Life (Nolan Committee) in
1995 provide a good starting point:
� selflessness
� integrity
� objectivity
� accountability
� openness
� honesty
� leadership
Other MRC guidance2 sets out the scientific and ethical
principlesunderpinningtheconductof research; thisguide
is about ensuring that these principles are achieved in
practice.

The Department of Health’s Research Governance
Framework (in draft, publication expected in 2001) ad-
dresses the need to clarify responsibilities for initiation,
conduct, and oversight of research conducted within the
NHS at organisational as well as personal levels.

Although these guidelines are primarily for scientists
supported by the MRC, we hope that other researchers,
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and those involved in reviewing or supervising research,
will find them helpful.

2 Principles

2.1 General principles

Good Research Practice (GRP) is essentially an attitude of
mind that becomes an attitude to work. It is about the way
in which research is planned and conducted, the results
are recorded and reported, and the fruits of research are
disseminated, applied, and exploited. GRP will allow ready
verification of the quality and integrity of research data,
provide a transparent basis for investigating allegations of
bad practice or fraud, and lead to better research. While the
integrity and responsibility of individual researchers are
of the utmost importance, research institutions, research
funders, and the research community in general also share
responsibility for promoting and verifying good practice,
especially through their arrangements for training and su-
pervision and through the ethos they create.

In clinical studies, the rights, safety, and wellbeing of
participants must be safeguarded. Issues of consent and
confidentiality are paramount. For clinical trials, the MRC
has published separately MRC Guidelines for Good Clini-
cal Practice in Clinical Trials, to which researchers should
refer.3

For near-market projects sponsored by industry and
some other funders, the more rigorous requirements of
Good Laboratory Practice may be mandatory.4 There must
be adequate resources to accommodate these require-
ments and further advice should be sought from those with
relevant expertise.

Investigational therapeutic products should be manu-
factured, handled, and stored in accordance with Good
Manufacturing Practice5 or other appropriate guidelines
for the manufacture of medicinal products.

GRP can only be achieved if staff at all levels are trained
and supervised properly in a research culture that encour-
ages frank discussion and debate. Research team leaders
are responsible for seeing that a constructive atmosphere
prevails and must ensure that staff have the appropri-
ate training and experience to carry our their duties as
effectively as possible; this is especially important for new
staff.

To ensure the quality of research practice, supervision
and checking are an integral part of the process; a senior
member of each research group should take personal re-
sponsibility for this. The steps that may be needed to super-
vise GRP include monitoring of training and supervision

of new staff and of continuing professional development,
regular checks on data recording and notebooks, and oc-
casional checks on the day-to-day conduct of experiments.
From time to time and randomly, experiments should be
tracked back from conclusion to conception to ensure that
all necessary paper/electronic “trails” are in place.

2.2 Conflicts of interest

Conflicts of interest happen in all walks of life; medical re-
search is no exception. A conflict arises when a person’s
judgement concerning a primary interest, such as scien-
tific knowledge, could be unduly influenced by a secondary
interest, such as financial gain or personal advancement.
There is nothing inherently unethical in finding oneself in a
position of conflict of interest; what is required is to recog-
nise the fact and deal with it accordingly.6 Researchers must
pay as much attention to perceived and potential conflicts
of interest as to actual conflicts. How one is perceived to
act influences the attitudes and actions of others, and the
credibility of scientific research overall.

Conflicts of interest can occur at every stage of the re-
search endeavour – from planning the research to dissemi-
nating and exploiting the results – and in many forms. Apart
from financial interests, conflicts might, for example, be
personal, academic, or political. Researchers should auto-
matically ask themselves “Would I feel comfortable if oth-
ers learnt about my secondary interest in this matter or
perceived that I had one?” If the answer is no, the interest
must be disclosed and addressed appropriately, for exam-
ple according to the policy of an employer, a peer-review
body, or a journal.

3 Planning the research

All research projects, both clinical and non-clinical, should
be conceived, designed, and implemented according to the
highest standards, including:
� Clear documentation of the rationale for the study and

any subsequent modifications – typically in laboratory
notebooks or, for more complex projects, in well-kept
files. Each key document and any changes should be
signed and dated by the researcher responsible to estab-
lish the provenance of the study and protect intellectual
property rights.

� Adherence to current safety practices, ethical standards,
and law.

� Securing all necessary ethical review and regulatory ap-
provals in good time, for example from Local Research
Ethics Committees or the Home Office.
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� In clinical studies, identifying a health professional who
will take overall responsibility for the well-being and in-
terests of patients or healthy volunteers involved and for
ensuring that their rights (eg, in terms of consent and
confidentiality) are protected.

� Identifying the individual or group that will take ul-
timate responsibility for overseeing the scientific and
ethical conduct of the study as the scientific plans are
put into practice. This is especially important in projects
affecting patients or volunteers and in other complex and
collaborative programmes.

� Consultation with patients or other beneficiaries/
consumers wherever appropriate, especially in clinical
and applied research.

� Consultation with statisticians at the planning stage,
where relevant. The statistical power of a study should
be an early consideration, and researchers should draw
on professional statistical advice if needed. This is espe-
cially important for studies involving people or animals
to avoid unnecessary or unproductive experiments.

� Ensuring that organisations responsible for the care of
any patients involved are aware that the research is being
planned.

� Assessment of resources needed (eg, space, staff, fund-
ing, biological resources, facilities, and clinical support)
to ensure the study is viable within the available means.

� Economy in the use of resources, for example not pur-
chasing more reagents than are needed for the planned
sample size and regular review to determine when to stop
experiments.

� Regular review of progress so that new findings can be
taken into account and the project plan modified accord-
ingly, especially if plans involve any risk to participants or
use of animals.

� Agreement in advance on who will be writing any planned
publications and the authorisation required to publish
(see 6.1).

� Acknowledgement of formal or informal contributions to
the work, including sponsoring organisations and scien-
tific collaborators.

4 Conducting the research

4.1 Information and organisation

Thelegalandethicalrequirementsrelatingtohumanpar-
ticipants, animals, and personal information should be
familiar to each person involved in the study, and they
should know to whom to turn for advice. Since ethical
issues, guidance, or requirements often change, research

teams and centres must have effective arrangements for
disseminating knowledge and documents. Each person
should also know when changes may call for new ethi-
cal/regulatory approval and should be able to recognise
unforeseen results or incidents that need to be reported
and discussed.

4.2 Use, calibration, and maintenance of equipment

Equipment used to generate data should be appropriately
located, safe, suitable for the purpose, of appropriate de-
sign, and of adequate capacity. It should be calibrated and
serviced regularly by trained staff so that performance is
optimal and the results can be trusted. A designated per-
son should be responsible for ensuring the proper use
and maintenance of equipment and, where appropriate,
for training staff in its use; when this is not possible, the
users themselves should take on the responsibility. Records
should be kept of calibration, servicing, faults, breakdowns,
and misuse of equipment.

Astandardoperatingprocedure(see4.4)shouldbemain-
tained for each piece of equipment; in some cases this
might be the manufacturer’s instruction manual. There
should be easily accessible instructions for the safe shut-
down of equipment in case of emergency.

4.3 Hazardous processes and materials

Experiments should be conducted in accordance with MRC
and/or local policies on training, and health and safety
regulations and guidelines. Where appropriate, risk assess-
ments complying with the regulations on Control of Sub-
stances Hazardous to Health (COSHH) should be prepared
before the work is carried out. Where necessary, materi-
als and equipment should be decontaminated according
to specified health and safety practices including an ap-
proved risk assessment. Waste should be disposed of and
recorded in accordance with these practices and the ap-
propriate health, safety, and environmental regulations,
and also in compliance with local rules for dealing with
spillages. Where relevant, the appropriate authority should
be notified. Staff should be properly trained and moni-
tored so as not to endanger themselves, others, or the
environment.

4.4 Standard operating procedures

Standard operating procedures (SOPs) should be docu-
mented for all routine methods and for individual items
of equipment (see 4.2) to ensure that data are collected
consistently and accurately. When there is more than one
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approved technique for any given procedure, all should be
covered by SOPs. SOPs should be written in simple lan-
guage, readily accessible, and ideally in a standardised for-
mat. They should be updated as necessary, and only the
current version should be available.

Standard written protocols should also be available
covering the process of seeking informed consent from
patients or volunteers, to ensure clarity and consistency.
Written protocols are likewise essential for ensuring strict
adherance to regulations/licences, for example in research
involving animals.

5 Recording the data

5.1 Gathering and storing data

� Confidentiality of personal data is essential,7 including
data associated with tissue and biological samples. A
Local Research Ethics Committee, Multi-Centre Research
Ethics Committee, or other appropriate ethics committee
must approve all research involving identifiable personal
information or anonymised data from the NHS. All per-
sonal information must be encoded or anonymised as far
as is possible and consistent with the needs of the study,
and as early as possible after collection; ciphers should be
held separately. This applies to both paper and electronic
records. Detailed guidance is given in separate MRC pub-
lications: Personal Information in Medical Research8 and
HumanTissueandBiological Samples forUse inResearch:
operational and ethical guidelines.9

� Data should be stored in a way that permits a complete
retrospective audit if necessary.

� Data should be stored safely, with appropriate contin-
gency plans.

� Data records should be monitored regularly to ensure
their completeness and accuracy.

� Raw (original) data/images should be recorded and re-
tained (see 5.3 and 5.4); this is especially important
where data/images are subsequently enhanced. If pos-
sible, both original and enhanced data/images should be
stored. Over-enhancement or over-interpretation of im-
ages must be resisted.

� Confidentiality is also important where there is potential
for commercial exploitation (see 7.1).

5.2 Retaining data

Retention of accurately recorded and retrievable results is
essential for research.

� Primaryresearchdata(andwherepossible/relevantspec-
imens, samples, questionnaires, audiotapes, etc) must
be retained in their original form within the research
establishment that generated them for a minimum of ten
years from completion of the project.

� Work that informs national policy-making should be
archived.

� Research records relating to clinical or public health stud-
ies should be retained for 20 years to provide scope
for longer follow-up if necessary; for detailed guidance
see MRC guidelines on Personal Information in Medical
Research.8

� Researchers who are leaving the establishment that gen-
erated the data and who wish to retain data/copies of data
for personal use must get permission from their team
leader or head of department to do so. Where personal
data are involved, the request should be refused unless it
is clear that future use will be consistent with the terms
of the consent.

� Publication of the data (including data in Masters/
Doctoral theses) does not negate the need to retain source
data.

5.3 Notebooks and electronic records

The following basic policies apply:
� All raw data should be recorded and retained in indexed

laboratory notebooks with permanent binding and num-
beredpagesor inanelectronicnotebookdedicatedtothat
purpose.

� Machineprint-outs,questionnaires,chart recordings,au-
toradiographs, etc which cannot be attached to the main
recordshouldberetainedinaseparatering-binder/folder
that is cross-indexed with the main record.

� Records in notebooks should be entered as soon as pos-
sible after the data are collected. Recorded data should
be identified by date of the record and date of collection
if the two do not coincide. Subsequent modifications or
additions to records should also be clearly identified and
dated.

� Special attention should be paid to recording accurately
the use of potentially hazardous substances (eg, radioac-
tive materials) in both laboratory notebooks and any cen-
tral logbooks.

� In clinical studies, consent forms should be kept securely
with the raw data, and normally for the same period of
time.

� Supervisors should regularly (monthly or as appropriate
to the nature of the work) review and “sign-off” note-
books of researchers to signify that records are complete
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and accurate. Queries should be discussed immediately
with the individual who recorded the data and any re-
sultant changes to the records should be signed by both.
Authentication of data collected and recorded electroni-
cally requires special consideration.

5.4 Computer-generated data

Special procedures are necessary for electronically gener-
ated data.
� Data should be backed-up regularly; duplicate copies

should be held on disc in a secure but readily accessible
archive.

� Where feasible, a hard copy should be made of particu-
larly important data.

� Copies of relevant software, particularly the version used
to process electronic data, must be retained along with
the raw data to ensure future access. Software updates
must be logged and stored as new formats and media are
adopted.

� Special attention should be paid to guaranteeing the se-
curity of electronic data.

More comprehensive guidance on the use of electronic sys-
tems for data recording and analysis is given in a Depart-
ment of Health advisory leaflet.10

6 Reporting the results

Once any issues of confidentiality and ownership have
been addressed (see 7), research findings should be dis-
seminated so that they can be assessed by scientific peers
and more widely. This is essential if scientific knowledge
is to be used appropriately and effectively. Accordingly,
researchers should publish their data in a timely fash-
ion in a peer-reviewed journal or in other equally rep-
utablepublicationsand/orpresent their resultsat scientific
meetings.

It is equally unethical not to report results, or to exagger-
ate the importance of results for medical practice or policy.
Both are areas in which a researcher’s desire for advance-
ment or recognition may conflict directly with the public
interest in a complete, balanced, and rigorous account of
the scientific evidence.

6.1 Publication policy

� The person with overall responsibility for the research
programme should authorise publication of results;

authorisation should cover both the content of the pa-
per (integrity of results, adequacy of internal peer re-
view, appropriate protection of intellectual property
rights, appropriate authorship) and the intended place of
publication.

� Research findings with substantial implications for clini-
cal practice or which are likely to attract strong public in-
terest should be drawn to the attention of the MRC and/or
other research funders before publication.

� A written agreement should be negotiated with exter-
nal sponsors before the research is initiated to cover
the free dissemination of research findings; this is espe-
cially important where funding has been secured from
industry.

� Published reports should normally contain basic infor-
mation about the ethical acceptability of the work and/or
its legality, as well as information about the scientific
method.

� The leader of the research team should authorise any re-
lease of the results on the Internet. Releasing information
in this way may well compromise intellectual property
rights, so there should be a suitable mechanism to mon-
itor information placed on the web.

6.2 Authorship

� Authorship of papers should include those individuals
who have made a major contribution to the work and who
are familiar with the entire contents of the paper. Authors
should have participated sufficiently in the research to
take public responsibility for the content. The MRC sub-
scribes to the guidance of the International Committee
of Medical Journal Editors,11 to which researchers should
refer.

� Other contributions to the work should be acknowledged
formally, as should financial support from sponsors. Au-
thors are responsible for obtaining written permission
from persons acknowledged by name.

6.3 Methods of publication

� Work should normally be published as a coherent entity
rather than a series of small parts, unless there is a legit-
imate need to demonstrate first discovery by publishing
preliminary data.

� Quality rather than quantity is paramount; the prolifera-
tion of multi-author papers to increase quantity should
be discouraged.
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� Authors must not publish the same data in different
journals.

6.4 Correction of errors and retraction
of published findings

� If an error is found that degrades the worth of published
findings, the principal author must immediately discuss
the matter with the research leader, with a view to noti-
fying co-authors and publishing a correction as soon as
possible setting out the basis of the reservations.

� Where the findings are found to be in serious doubt, a
retraction should be published speedily.

� Where fraud is suspected, the procedure set out in the
MRC Policy and Procedure for Inquiring into Allegations
of Scientific Misconduct1 should be followed.

7 Applying and exploiting the results

The MRC’s mission can only be fulfilled if the results of
research are communicated effectively. The MRC therefore
expects those it supports to play their part in disseminating
balanced information on scientific advances and their po-
tential implications for society to the health professionals
and policy makers who will be involved in applying them,
and to the wider public.

7.1 Commercial exploitation

Since part of the MRC’s mission is to improve quality of life
and economic competitiveness, MRC-funded researchers
are expected to maximise the prospects of research being
taken into practice through the commercial route by pro-
tecting intellectual property rights (IPR).
� Intellectual property can only be protected adequately if

researchers keep thorough, accurate, and contempora-
neous research records.

� Researchers who collaborate with industry should take
special care to keep detailed records of their research.

� IPR should be considered before data are submitted for
publication or presented at meetings.

� All intellectual property, know-how, reagents, or materi-
als generated by MRC employees while on MRC premises,
or in connection with MRC research activities, is the prop-
erty of the MRC. This is usually also the case for visiting
workers who use MRC research facilities.

� Data placed on the web are considered to be in the public
domain and so cannot be protected.

� Material transfer agreements (MTAs) and confidentiality
agreements are important for protecting resources that
may potentially have great value. MTAs are agreements
between sender (eg, MRC) and recipient organisations
regarding provision of research materials; they set out
the terms on which the provider is prepared to release
its material to the recipient. Confidentiality agreements
recognise the need for tentative research and/or devel-
opment partners to share proprietary research findings
and/or commercial technologies before making formal
commitment to a partnership; they therefore bind and
protect the parties by limiting use of exchanged infor-
mation to the discussions in hand. Researchers should
generally seek expert guidance before entering into these
agreements.
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Research: the role and responsibilities of doctors

General Medical Council

February 2002

Good practice in research

This guidance sets out the standards expected of all doctors
working in research in the NHS, universities and the private
sector or other circumstances. It develops the general prin-
ciples and standards on research set out in our other guid-
ance documents and should be used in conjunction with
them.

You must always follow the principles in this guidance
and take note of other governance and good practice guide-
lines issuedbytheDepartmentsofHealthandotherauthor-
itative bodies. You must observe and keep up to date with
the laws and statutory codes of practice which affect your
work.

Contents

Introduction 214

Scope of the guidance 215

Principles governing research practice 215

Putting the principles into practice 215
Protecting the autonomy and interests of

participants 215
Research design 216
Conflicts of interests 216
Funding and payments 216

Consent 216
Valid consent 216
Consent for research 216

c© General Medical Council.

Seeking consent to obtain organs, tissues or
body fluids 217

Post mortems 217

Confidentiality 218
Use of existing records in research 218

Obtaining consent 218
Where consent cannot be obtained 218
Projects which are not approved by

research ethics committees 219
Disclosures in the public interest 219

Records made during research 219
Recording and reporting research results 219

People and situations requiring special
consideration 219

Vulnerable adults 219
Assessing capacity 220
Fluctuating capacity 220
Adults who lack capacity 220
Advance statements 220
Research into treatment in emergencies 220

Children and young people 221

Teaching, training and management 221
Teaching and supervision 221
Keeping up to date 221
Managerial responsibilities for research 221

Organisations with guidance on research
and some key legislation 222

Introduction

1 Research involving people directly or indirectly is vital in
improving care for present and future patients and the
health of the population as a whole.

214
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2 Doctors involved in research have an ethical duty to show
respect for human life and respect peoples’ autonomy.
Partnership between participants and the health care
team is essential to good research practice and such part-
nerships are based on trust. You must respect patients’
and volunteers’ rights to make decisions about their in-
volvement in research. It is essential to listen to and share
information with them, respect their privacy and dignity,
and treat them politely and considerately at all times.

Scope of the guidance

3 Research in this document refers to any experimental
studyintothecauses, treatmentorpreventionof illhealth
and disease in humans, involving people or their tissues
or organs or data. It includes toxicity studies, clinical
trials, genetic studies, epidemiological research includ-
ing analyses of medical records, and other collections
and analyses of data about health and illness, whether
anonymised or not. It covers clinical research which may
be therapeutic, that is of potential benefit to patients who
participate, and non-therapeutic, where no immediate
benefit to those patients or volunteers who participate is
expected.

4 This guidance does not apply to clinical audit which
involves no experimental study. Nor does it cover in-
novative therapeutic interventions designed to benefit
individual patients. These activities are covered by the
standards and principles set out in our other guidance.

Principles governing research practice

5 Because the benefits of the research are not always cer-
tain and may not be experienced by the participants, you
must be satisfied that the research is not contrary to their
interests. In particular:
� you must be satisfied that, in therapeutic research, the

foreseeable risks will not outweigh the potential bene-
fits to the patients. The development of treatments and
furthering of knowledge should never take precedence
over the patients’ best interests;

� in non-therapeutic research, you must keep the fore-
seeable risks to participants as low as possible. In ad-
dition the potential benefits from the development of
treatments and furthering of knowledge must far out-
weigh any such risks;

� before starting any research you must ensure that eth-
ical approval has been obtained from a properly con-
stituted and relevant research ethics committee – such

committees abide by the guidance for local and multi-
centre research ethics committees1, whether they are
within the NHS, the university sector, the pharmaceu-
tical industry, or elsewhere2.

� you must conduct research in an ethical manner and
one that accords with best practice;

� youmustensurethatpatientsorvolunteersunderstand
that they are being asked to participate in research and
that the results are not predictable;

� you must obtain and record the participants’ consent;
save in exceptional circumstances where specific ap-
proval not to obtain consent must have been given by
the research ethics committee;

� respect participants’ right to confidentiality;
� with participants’ consent, keep GPs, and other clin-

icians responsible for participants’ care, informed of
the participants’ involvement in the research and pro-
vide the GPs with any information necessary for their
continuing care;

� youmustcomplete researchprojects involvingpatients
or volunteers, or do your best to ensure that they are
completed by others, except where results indicate a
risk that participants may be harmed or no benefit can
be expected;

� you must record and report results accurately;
� youmustbepreparedtoexplainandjustifyyouractions

and decisions.
6 If you undertake records based research which does not

involve patients or volunteers directly you are still bound
by the principles on which this guidance is based. You
must be satisfied that you have appropriate authority to
access any identifiable data; advice on access to, and use
of, data is in paragraphs 30 to 42 below.

7 Theprinciplessetout inourguidanceGoodMedicalPrac-
tice, Seeking patients’ consent: the ethical considerations
and Confidentiality: Protecting and Providing informa-
tionmust be followed when undertaking research.

Putting the principles into practice

Protecting the autonomy and interests of participants

8 You must conduct all research with honesty and integrity
and, indesigning,organisingandexecutingresearch,you
must always put the protection of participants’ interests
first. You must:
� notputpressureonpatientsorvolunteerstoparticipate

in the research;
� ensure that no real or implied coercion is used on par-

ticipantswhoare inadependentrelationshiptoyou, for
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example, medical students, a junior colleague, nurse
in your practice or employee in your company;

� keep to all aspects of the research protocol and make
significantchanges to,ordeviations from, theprotocol
only with the agreement of the research ethics com-
mittee and the research funder.

9 If you have good reason to believe that participants are
being put at risk by participating in the research or by
the behaviour of anyone conducting the research, you
should report your concerns to a senior colleague. If
you remain concerned, you should inform the research
ethics committee, and the research sponsor together
with the employer or contracting body if appropriate.

10 You must report evidence of financial or scientific fraud
or other contravention of this guidance to an appropri-
ate person or authority, including where appropriate the
GMC or other statutory regulatory body.

Research design

11 All research must be based on a properly developed
protocol that has been approved by a research ethics
committee3. It must be prepared according to the good
practice guidelines given in this guidance and that of
other relevant bodies, for example, the Departments of
Health, Royal College of Physicians of London and the
Medical Research Council, and where appropriate, the
International Conference on Harmonisation.

12 You must ensure that:
� the aims, design and methodology of the project are

justifiable, verifiable and scientifically valid;
� over-use of patient groups or individuals is avoided.

Conflicts of interest

13 You must always act in the participants’ best interests
when carrying out research. You must ensure that your
judgement about the research is not influenced, or seen
by others to be influenced, by financial, personal, politi-
cal or other external interests at any stage of the process.
You should always declare any conflicts that may arise
to an appropriate person, authority or organisation, as
well as to the participants.

Funding and payments

14 You must be open and honest in all financial and com-
mercial matters relating to your research and its fund-
ing. In particular you must:

� declare to research ethics committees, prior to the
research being approved, all financial interests and
sums of money which you know, or estimate, will
be paid for the research undertaken; accept only
thosepaymentsandbenefitsapprovedbytheresearch
ethics committee;

� give participants information on how the research is
funded, including any benefits which will accrue to
researchers and/or their departments;

� respond honestly and fully to participants’ questions,
including inquiries about direct payments made to
you and any financial interests you have in the re-
search project or its sponsoring organisations;

� ensure that everyone in the research team, including
nurses and non-medical staff, is informed about the
way in which the research is being financed and man-
aged;

� not offer payments at a level which could induce re-
search participants to take risks that they would oth-
erwise not take, or to volunteer more frequently than
is advisable or against their better interests or judge-
ment;

� not allow your conduct in the research to be influ-
enced by payment or gifts.

Consent

15 Seeking consent is fundamental to research involving
people.

Valid consent

16 Participants’ consent is legally valid and professionally
acceptable only where participants are competent to
give consent, have been properly informed, and have
agreed without coercion.

Consent for research

17 Obtaining consent is a process involving open and help-
ful dialogue, and is essential in clarifying objectives and
understanding between doctors and research partici-
pants.

18 Effective communication is the key to enabling par-
ticipants to make informed decisions. When providing
information you must do your best to find out about
participants’ individual needs and priorities. For exam-
ple, participants’ current understanding of their condi-
tion and treatment, beliefs, culture, occupation or other
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factors may have a bearing on the information they re-
quire. You must not make assumptions about partic-
ipants’ views, but discuss matters with them, and ask
whether they have any concerns about the treatment or
the risks involved in the research programme.

19 You must ensure that any individuals whom you invite
to take part in research are given the information which
they want or ought to know, and that is presented in
terms and a form that they can understand. You must
bear in mind that it may be difficult for participants to
identify and assess the risks involved. Giving the infor-
mation will usually include an initial discussion sup-
ported by a leaflet or sound recording, where possible
taking into account any particular communication or
language needs of the participants. You must give par-
ticipants an opportunity to ask questions and to express
any concerns they may have.

20 The information4 provided should include:
� what the research aims to achieve, an outline of the

research method, and confirmation that a research
ethics committee has approved the project;

� the legal rights and safeguards provided for partici-
pants;

� the reasons that the patient or volunteer has been
asked to participate;

� if the project involves randomisation, the nature of
the process and reasons for it, and the fact that in
double-blind research trials neither the patient nor
the treatment team will know whether the patient is
receivingthetreatmentbeingtestedor is in thecontrol
group;

� information about possible benefits and risks;
� an explanation of which parts of the treatment are

experimental or not fully tested;
� advice that they can withdraw at any time and, where

relevant, an assurance that this will not adversely af-
fect their relationship with those providing care;

� an explanation of how personal information will be
stored, transmitted and published; what information
will be available to the participant about the outcome
of the research, and how that information will be pre-
sented;

� arrangements for responding to adverse events;
� details of compensation available should participants

suffer harm as a result of their participation in the
research.

21 You must allow people sufficient time to reflect on
the implications of participating in the study, and pro-
vide any further information they request, including a
copy of the protocol approved by the research ethics

committee. You must not put pressure on anyone to
take part in the research. You should make a record of
the discussion and the outcome.

22 When seeking consent it is also important to consider
the needs of particular groups of people and situations
that require special consideration, advice is given in
paragraphs 43 to 58.

Seeking consent to obtain organs, tissues or body
fluids from living patients or volunteers

23 Samples of body fluids, tissues and organs can form a
valuable archive for research purposes. You must obtain
appropriate consent or authorisation before taking or
retaining organs, tissues or body fluids, from patients or
volunteers, for research purposes. This applies whether
the material is obtained solely for research purposes
or retained following a clinical or surgical treatment.

24 When seeking participants’ consent, you must be satis-
fied that participants understand the amount and na-
ture of tissues, organs or body fluids which will be taken.
Where material is being obtained for a specific project,
you must explain how the sample will be used; where
a sample is to be stored and used in further research
projects, this must be made clear. You must be prepared
to respond honestly and sensitively to any questions
which the participants may ask.

25 You must be open and honest about any financial trans-
actionsassociatedwiththeuseof tissues,organsorbody
fluids (see paragraph 14 ). Financial remuneration for
supplying such material to other organisations or
individuals should be limited to administrative costs
involved, and you should not be involved, directly or
indirectly, in buying or selling human organs, tissues or
body fluids.

26 Obtaining human organs, tissue and body fluids for use
in research raises complex issues, and you must ensure
that you take account of the relevant guidance. Profes-
sional guidance on post-mortem examinations, and the
removal and retention of human material has been is-
sued by a number of bodies; advice from the UK Health
Departments is in preparation (seeNotes).

Post-mortems

27 The legislation relating to post-mortems and retention
of organs is currently being reviewed in the UK. You
must keep up to date with and observe the law which
governs this area of practice.
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28 Different legal requirements arise in post-mortems un-
dertaken at the direction of the coroner or procurator
fiscal, from those undertaken at the instigation of the
hospital. Nonetheless in all cases it is essential that the
deceased’s relatives are involved in the decision if it is
planned to remove and retain any tissue, body fluids or
organs for the purposes of research:
� where a child has died, the parental consent to the

removal, storage and use of such material for research
must be obtained;

� where an adult has died, reasonable efforts should
be made to ascertain what the person would have
wanted, forexamplebydiscussingtheissueswiththeir
relatives or representatives, and reading any ‘living
will’ or other statements made by that person.

29 It is essential that clear information is provided to the
family or representatives of a deceased patient about
the extent of the tissue and fluid or organs to be
taken, and as far as possible, the nature of the research
for which it will or may be used. You must be pre-
pared to respond honestly and sensitively to any ques-
tions that they may ask and you should be considerate
when giving information to and obtaining consent from
them.

Confidentiality

30 Patients and people who volunteer to participate in re-
search are entitled to expect that doctors will respect
their privacy and autonomy. Where data is needed for
research, epidemiology or public health surveillance
you should:
1 Seek consent to the disclosure of any information

wherever that is practicable;
2 Anonymise data where unidentifiable data will serve

the purpose;
3 Keep disclosures to the minimum necessary;
4 Keep up to date with, and abide by, the requirements

of statute and common law, including the Data Pro-
tection Act 1998 and orders made under the Health
and Social Care Act 20015.

Use of existing records in research

Obtaining consent

31 Records made for one purpose, for example the pro-
vision of care, should not usually be disclosed for an-
other purpose without the patient’s consent. If you are
asked to disclose, or seek access to, records containing

personal information for research, you must be satisfied
that express consent has been sought from the partici-
pant, wherever that is practicable.

32 Where it is not practicable for the person who holds
the records either to obtain express consent to disclo-
sure, or to anonymise records, data may be disclosed
for research, provided participants have been given
information about access to their records, and about
their right to object. Any objection must be respected.
Usually such disclosures will be made to allow a person
outside the research team to anonymise the records,
or to identify participants who may be invited to par-
ticipate in a study6. Such disclosures must be kept to
the minimum necessary for the purpose. In all such
cases you must be satisfied that participants have been
told, or have had access to written material informing
them:
� that their records may be disclosed to persons outside

the team which provided their care.
� of the purpose and extent of the disclosure, for exam-

ple, to produce anonymised data for use in research,
epidemiology or surveillance.

� that the person given access to records will be subject
to a duty of confidentiality.

� that they have a right to object to such a process, and
that their objection will be respected, except where
the disclosure is essential to protect the patient, or
someone else, from risk of death or serious harm.

33 Where you control personal information or records
aboutpatientsorvolunteers, youmustnotallowanyone
access, unless the person has been properly trained and
authorised by the health authority, NHS trust or compa-
rable body and is subject to a duty of confidentiality in
their employment or because of their registration with
a statutory regulatory body.

Where consent cannot be obtained

34 Where it is not practicable to contact participants to
seek their consent to the anonymisation of data or use
of identifiabledata inresearch, this factshouldbedrawn
to the attention of a research ethics committee so that it
can consider whether the likely benefits of the research
outweigh the loss of confidentiality to the patient. Dis-
closures may otherwise be improper, even if the recipi-
ents of the information are registered medical praction-
ers. The decision of a research ethics committee would
be taken into account by a court if a claim for breach
of confidentiality were made, but the court’s judgement
would be based on its own assessment of whether the
public interest was served.
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Projects which are not approved by research ethics
committees

35 Some epidemiology, health surveillance and monitor-
ing is, for good reason, undertaken without research
ethics committee approval. Data can be used in these
cases where there is a statutory requirement to do so,
for example where the data relates to a known or sus-
pected ‘notifiable’ disease, or where there is a relevant
order under the Health and Social Care Act 20017.

36 Where there is no statutory duty to disclose informa-
tion, disclosures must be made in accordance with the
principles set out in paragraph 30 above. Where it is
not practicable to seek consent, nor to anonymise data,
information may be disclosed or accessed where the
disclosure is justified in the public interest.

Disclosures in the public interest

37 Personal information may be disclosed in the public
interest, without the individual’s consent, where the
benefits to an individual or to society of the disclo-
sure outweigh the public and the individual’s interest in
keeping the information confidential. In all cases where
you consider disclosing information without consent
from the individual, you must weigh the possible harm
(both to the individual, and the overall trust between
doctors and participants) against the benefits which are
likely to arise from the release of information.

38 Before considering whether disclosure of personal in-
formation would be justified, you must be satisfied that:

a. the participants are not competent to give consent;
or,

b. it is not practicable to seek consent, for example
because:
� the records are of such age and/or number that

reasonable efforts to trace patients are unlikely to
be successful;

� the patient has been or may be violent;
� action must be taken quickly (for example in the

detection or control of outbreaks of some commu-
nicable diseases) and there is insufficient time to
contact participants; or

c. participants have been asked, but have withheld
consent.

39 In considering whether the public interest in the re-
search outweighs the privacy interests of the individual
and society, you will need to consider the nature of the
information to be disclosed, how long identifiable data
will be preserved, how many people may have access to
the data, as well as the potential benefits of the research

project. A participant’s wishes about the use of data
can be overridden only in exceptional circumstances
and you must be prepared to explain and justify such a
decision.

40 Other circumstances in which disclosures may be made
without consent are discussed below.

Records made during research

41 Records made during research should be kept securely
and disclosed to people outside the research team only
in accordance with the guidance in our booklet Confi-
dentiality: Protecting and Providing Information.

Recording and reporting research results

42 When you are involved in a research project you must:
� maintain complete and accurate records and retain

them for purposes of audit;
� record and report research results accurately and in a

way that is transparent and open to audit;
� report adverse findings as soon as possible to the

research participants who are affected, to those re-
sponsible for their medical care, to the research spon-
sor and primary funder and to bodies responsible for
protecting the public, such as the Medicines Control
Agency or other licensing bodies;

� make every effort to inform participants of the out-
come of the research; or make the information pub-
licly available if it is not practicable to inform individ-
ual participants;

� ensure that claims of authorship are justified;
� publish results whenever possible, including adverse

findings, preferably through peer reviewed journals.
You must always try to ensure that your research re-
sults appear in such journals before they are reported
in other media, and if you are presenting your research
findings to the non-medical press you should make
every effort to ensure that your research findings are
reported in a balanced way.

� explain to the relevant research ethics committee if,
exceptionally, you believe there are valid reasons not
to publish the results of a study.

People and situations requiring special consideration

Vulnerable adults

43 Competent but vulnerable adults may find it difficult to
withhold consent if they are put under implicit or ex-
plicit pressures from institutions or health care profes-
sionals. But the treatments being researched might be
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of significant benefit to such people, and to exclude vul-
nerable groups could be a form of discrimination. Frail
elderly people, people living in institutions and adults
with learning difficulties or mental illness who remain
competent should all be considered vulnerable. Preg-
nant women may also be subjected to hidden pressures
to become involved in research, and their inclusion in
a project may need special consideration.

44 Careful consideration should therefore be given to in-
volving vulnerable adults in research, and particular
attention should be given to the consent process, en-
suring that they have sufficient information provided
in a suitable format, and enough time to consider the
issues. You should give consideration to their vulnera-
bility and difficulties they may have in understanding
or retaining information. You may need to encourage
them to seek the help of a relative/close friend, support
worker/advocate. You should proceed with the research
only if you believe that the participant’s consent is vol-
untary and based on an understanding of the informa-
tion they have been given.

Assessing capacity

45 No one can give or withhold consent on behalf of an
adult with mental incapacity9. Before involving partici-
pants who, by reason of mental disorder or inability to
communicate, lack mental capacity, you must first as-
sess their capacity to make an informed decision about
participating in research.

Fluctuating capacity

46 Where participants have difficulty retaining informa-
tion, or are only intermittently competent to make a
decision, you should provide any assistance they might
need to reach an informed decision. You should record
any decision made while they were competent, includ-
ing the key elements of the consultation. You should
review any decision made whilst they were competent
at appropriate intervals before the research starts, and
at intervals during the study, to establish that their views
are consistently held and can be relied on.

Adults who lack capacity

47 In England, Wales and Northern Ireland there is no
legislation setting out the circumstances in which re-
search involving adults with mental incapacity may be
undertaken10.

48 Research into conditions that are not linked to incapac-
ity should never be undertaken with adults with inca-
pacity if it could equally well be done with other adults.
It should be limited to areas of research related to the
participants’ incapacity or to physical illnesses that are
linked to their incapacity. If you involve this group of
people in research you must demonstrate that:
� it could be of direct benefit to their health; or
� it is of special benefit to the health of people in the

same age group with the same state of health; or
� that it will significantly improve the scientific under-

standing of the adult’s incapacity leading to a direct
benefit to them or to others with the same incapacity;
and

� the research is ethical and will not cause the partici-
pants emotional, physical or psychological harm; and

� the person does not express objections physically or
verbally.

49 You must also ensure that participants’ right to with-
draw from the research is respected at all times. Any
sign of distress, pain or indication of refusal irrespec-
tive of whether or not it is given in a verbal form should
be considered as implied refusal.

Advance statements

50 If you are involving adults who have lost capacity to
consent to,or refuse toparticipate inresearch, forexam-
ple through onset or progress of a mental disorder, you
should try to find out whether they have previously in-
dicated preferences in an advance statement (‘advance
directives’ or ‘living wills’). Adults can express their
wishes about forms of treatment and about participa-
tion in research in an advance statement and their views
should be taken into account. Any refusal to participate
in a research trial or project, given when an adult patient
was competent, which remains valid and clearly appli-
cable, is legally binding and must be respected.

Research into treatment in emergencies

51 In an emergency where consent cannot be obtained,
treatment can be given only if it is limited to what is
immediately necessary to save life or avoid significant
deterioration in the patient’s health. This may include
treatment that is part of a therapeutic research project,
where the risks of the new treatment are not believed to
exceed the known risks of standard treatment. If, dur-
ing treatment, the patient regains capacity, the patient
should be told about the research as soon as possible
and their consent to continue should be sought.
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52 If it is possible, you should discuss the situation with
relatives and/or partners of the patient unless you have
what you judge to be good reason to believe that the
patient would wish otherwise.

53 You must always respect the terms of any valid advance
refusal that you know about, or is drawn to your atten-
tion.

54 If there is time, you may want to seek the opinion or ad-
vice of another member of the research team to discuss
the course of action you are intending to take.

Children and young people

55 Research involving children and young people is impor-
tant in promoting their health and to validate in them
the beneficial results of research conducted with adults.
However, to the degree that they are unable to recog-
nise their best interests, express their own needs, pro-
tect themselves from harm, or make informed choices
about the potential risks and benefits of research, chil-
dren and young people are vulnerable members of
society.

56 When involving children and young people in research
you must protect their ethical, physical, mental and
emotional rights and ensure that they are not exploited.
It is important to assess carefully the potential benefits
and harm to them, at all stages of any research.

57 You must always ensure that you have obtained con-
sent before undertaking any research on children and
young people. If they are not competent, indepen-
dently, to consent to treatment then they should not
participate in research without the consent of someone
with parental responsibility. GMC guidance Seeking pa-
tients’ consent: the ethical considerationsgives advice on
consent.

58 A full exposition of the issues concerning research
that involve children is contained in ‘Guidelines for
the ethical conduct of medical research involving
children’11.

Teaching, training and management

Teaching and supervision
59 All students should be introduced to the basic prin-

ciples of good research practice as undergraduates.
This should include the ethical importance of informed
consent and the practical importance of related com-
munication skills. It should also provide the basis for

continuing, appropriate training at all stages of their
education and professional development.

60 If you have special responsibilities for supervision of
research or teaching12 you must develop and demon-
strate the skills, attitudes and practices of a competent
teacher because you will be a significant role model.
You must make sure that students and junior colleagues
who undertake research are properly supervised.
Junior staff and research students who are being trained
or supervised should always be given clear informa-
tion about the roles and responsibilities of supervisors,
teachers and mentors.

Keeping up to date

61 As a researcher you should keep your knowledge and
skills up to date throughout your working life. You
should take part regularly in educational activities that
develop you competence and performance in research
methods13.

Managerial responsibilities for research

62 If you have management responsibility in an organi-
sation undertaking research, or are leading a research
team or a research project, the management tasks you
undertake will have to meet the standards set by the
GMC14.

63 If you have responsibility to act on concerns brought
to your attention about the quality and integrity of the
research including allegations of fraud or misconduct,
you must ensure that systems are in place to deal with
such concerns. Where such a concern is brought to your
attention, you must take action promptly:
� taking account of participants’ safety;
� establishing the facts as far as you are able, separating

genuine concerns from those made mischievously or
maliciously;

� protecting the person who has made the allegations
and the person about whom the allegation is made,
from harmful criticisms or actions15.

64 If you are leading a team, you must:
� ensure the research plans are clearly explained to the

appropriate ethics committee(s), the health care or-
ganisations in which the research will take place, and
other bodies with supervisory or regulatory responsi-
bilities;

� ensure that all members of the team are competent
and in a position to carry out their research responsi-
bilities with integrity;
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� take responsibility for ensuring that the team carries
out the research in a manner which is safe, effective
and efficient;

� do you best to make sure that the whole team under-
stands the need to provide a polite, responsive and
accessible service that respects the research partici-
pants’ dignity and treats their information as confi-
dential;

� ensure that research participants and colleagues un-
derstand your role and responsibilities in the team.

This booklet is not exhaustive. It cannot cover all the ques-
tions that may arise. You must therefore always be prepared
to explain and justify your actions and decisions.

Other organisations issue guidance on issues of relevance
to research and you will find details of where to obtain these
at the end of this guidance.

GMC guidance and further information is available on our
website www.gmc-uk.org To request publications please
contact our publications department: tel 020 7915 3507,
fax 020 7915 3685. or email publications@gmc-uk.org

NOTES

1 See Research Ethics Committees web site www.corec.org.uk

2 ‘A clinical trial with a medicinal product must receive authorisation

for the supply of the product under Section 31 of the Medicines Act

1968 unless it is subject to an exemption. Applications are made to

the Medicines Control Agency (MCA). The authorisation is subject

to certain conditions including the requirement to report adverse

reactions to the product to the MCA.

3 Department of Health Research Governance Framework for Health

and Social Care, March 01.

4 Consumers for Ethics in Research (CERES) gives advice on providing

information to research participants.

5, 7 In England and Wales

6 See our website for further guidance on Orders under the Health and

Social Care Act 2001

8 See GMC website.

9, 10 In Scotland you must take account of the terms of the Adults with

Incapacity Act 2000

11 Guidelines for the ethical conduct ofmedical research involving chil-

dren, Royal College of Paediatrics and Child Health: Ethics Advi-

sory Committee in Archives of Disease in Childhood, February 2000,

Vol 82, No 2, p. 177–182.

12 General Medical Council guidance The doctor as teacher is of rele-

vance to all doctors.

13 Details of organisations providing continuous professional develop-

ment (CPD) from your employer and/or professional association.

14 Management in Health Care: The Role of Doctors.

15 Doctors should be aware of the terms of the Public Interest Disclo-

sure Act 1998.

Organisations with guidance on research and some
key legislation

Organisations

Association of the British Pharmaceutical Industry, 12
Whitehall, London SW1A 2DY: http://www.abpi.org.uk

British Medical Association, BMA House, Tavistock Square,
London WC1H 9JR: http://www.bma.org.uk

Central Office for Research Ethics Committees, Room
78 Block, 40 Eastbourne Terrace, London W2 3QR:
http://www.corec.org.uk

Child Bereavement Trust, Aston House, High Street, West
Wycombe, High Wycombe, Buckinghamshire HP14 3AG:
http://www.childbereavement.org.uk

Consumers for Ethics in Research (CERES), PO Box 1365,
London N16 0BW: http://www.ceres.org.uk

Council for International Organisations of Medical Sci-
ences, c/o World Health Organisation, Avenue Appia, 1211
Geneva 27, Switzerland: http://www.who.int

Council for Professions Supplementary to Medicine
(CPSM), Park House, 184 Kennington Park Road, London
SE11 4BU: http://www.cpsm.org.uk

Departments of Health

The Department of Health, Richmond House, 79 White-
hall, London, SW1A 2NS:
http://www.doh.gov.uk

Department of Health and Social Services
Northern Ireland, Dundonald House, Upper
Newtownards Road, Belfast BT4 3SF:
http://www.dhsspsni.gov.uk

National Assembly for Wales, Cardiff Bay, Cardiff CF99
1NA: http://www.wales.gov.uk

Scottish Executive Health Department, St Andrew’s
House, Regent Road, Edinburgh EH1 3DG:
http://scotland.gov.uk

European Agency for the Evaluation of Medicinal Products,
ICH Technical Co-ordination, 7 Westferry Circus, Canary
Wharf, London E14 4HB:
http://www.open.gov.uk/mca/mcahome.htm

Human Fertilisation and Embryology Authority, Paxton
House, 30 Artillery Lane, London E1 7LS:
http://www.hfea.gov.uk
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Human Genetics Commission:
http//www.hgc.gov.uk

International Conference on Harmonisation of Techni-
cal Requirements for Registration of Pharmaceuticals for
Human Use: http://www.ifpma.org/ich1.html

Medical Research Council, 20 Park Crescent, London,
W1B 1AL: http://www.mrc.ac.uk

Medicines Control Agency, Market Place, 1 Nine
Elms Place, London SW8 5NQ:
http://www.open.gov.uk/mca/mcahome.htm

National Childbirth Trust, Alexandra House, Oldham
Terrace,Acton,LondonW36NH.
http://www.nct-online.org

National Institute for Clinical Excellence:
http://www.nice.org.uk

Nuffield Council on Bioethics, 28 Bedford Square,
London WC1B 3EG:
http://www.nuffield.org.uk/bioethics

Royal College of General Practitioners, 14 Princes Gate
London SW7 1PU: http://www.rcgp.org.uk

Royal College of Paediatrics and Child Health. 50 Hallam
Street London, W1N 6DE: http://www.rcpch.ac.uk

Royal College of Pathologists, 2 Carlton House Terrace,
London SW1Y 5AF: http://www.rcpath.org.uk

Royal College of Physicians of Edinburgh, 9 Queen Street,
Edinburgh, EH2 1JQ: http://www.rcpe.ac.uk

RoyalCollegeofPhysiciansofLondon,11StAndrew’sPlace,
London, NW1 4LE: http://www.rcplondon.ac.uk

Royal College of Psychiatrists, 17 Belgrave Square London,
SW1X 8PG: http://www.rcpsych.ac.uk

United Kingdom Central Council for Nursing, Midwifery
and Health Visiting. 23 Portland Place, London W1N 4JT:
http://www.ukcc.org.uk

World Association of Medical Editors:
http://www.wame.org

World Medical Association: http://www.wma.net

Legislation

AvailableonHMSOwebsite:http://hmso.gov.uk/acts

All legislation must be read against the Human Rights Act
1998 and the European Convention on Human Rights.

Anatomy Act 1984 and Anatomy Regulations 1988
Coroners Act 1988
Data Protection Act 1998
Health & Social Care Act 2001
Human Fertilisation and Embryology Act 1990
Human Tissue Act 1961
Human Rights Act 1998
Medicines Act 1968
Misuse of Drugs Act 1971
Mental Health Act 1983
Mental Health Act 1983 Revised Code of Practice
Public Interest Disclosure Act 1998

Northern Ireland

N Ireland Mental Health (N Ireland) Order 1986
Code of Practice Mental Health (N Ireland) Order 1986

Scotland

Adults with Incapacity (Scotland) Act 2000
Mental Health (Public Safety and Appeals) (Scotland) Act
1999
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Guidelines for company-sponsored safety assessment
of marketed medicines (SAMM)

Association of the British Pharmaceutical Industry

Introduction

It is well-recognised that there is a continuous need to
monitor the safety of medicines as they are used in clin-
ical practice. Spontaneous reporting schemes (e.g. the UK
yellow card system) provide important early warning sig-
nals of potential drug hazards and also provide a means of
continuous surveillance. Formal studies to evaluate safety
may also be necessary, particularly in the confirmation and
characterisation of possible hazards identified at an earlier
stage of drug development. Such studies may also be useful
in identifying previously unsuspected reactions.

Scope of guidelines

These guidelines apply to the conduct of all company-
sponsored studies which evaluate the safety of marketed
products. They take the place of previous guidelines on
post-marketing surveillance which were published in 1988
(BMJ, 296: 399–400). Studies performed under those guide-
lines were found to have some notable limitations (BMJ,
1992, 304: 1470–1472) and these new guidelines have been
prepared in response to the problems identified. The major
changes may be summarised as follows:
1 The scope of the guidelines has been expanded to in-

clude all company-sponsored studies which are carried
out to evaluate safety of marketed medicines. It should be
emphasised that this includes both studies conducted in
general practice and in the hospital setting. The name of
the guidelines has been changed to reflect the emphasis
on safety assessment rather than merely surveillance.

2 The guidelines have been developed to provide a frame-
work on which a variety of data collection methods can

c© Association of the British Pharmaceutical Industry.

be used to improve the evaluation of the safety of mar-
keted medicines. Whilst it is recognised that the design
used needs to be tailored to particular drugs and hazards,
the guidelines define the essential principles which may
be applied in a variety of situations. The study methods
in this field continue to develop and therefore there will
be a need to review regularly these guidelines to ensure
that they reflect advances made in the assessment of drug
safety.

The guidelines have been formulated and agreed by
a Working Party which includes representation from the
Medicines Control Agency (MCA), Committee on Safety
of Medicines (CSM), Association of the British Phar-
maceutical Industry (ABPI), British Medical Association
(BMA) and the Royal College of General Practitioners
(RCGP). Other guidelines exist for the conduct of ‘Phase
IV clinical trials’ where the medication is provided by the
sponsoring company (see section 2(b) below). Some of
these studies will also meet the definition of a SAMM
study (see below) and should therefore also comply with
the present guidelines.

1 Definition of safety assessment of marketed
medicines

(a) Safety assessment of marketed medicines (SAMM) is
defined as ‘a formal investigation conducted for the
purpose of assessing the clinical safety of marketed
medicine(s) in clinical practice’.

(b) Any study of a marketed drug which has the evalu-
ation of clinical safety as a specific objective should
be included. Safety evaluation will be a specific ob-
jective in postmarketing studies either when there is
a known safety issue under investigation and/or when
the numbers of patients to be included will add sig-
nificantly to the existing safety data for the product(s).

224
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Smaller studies conducted primarily for other purposes
should not be considered as SAMM studies. However,
if a study which is not conducted for the purpose of
evaluating safety unexpectedly identifies a hazard, the
manufacturer would be expected to inform the MCA
immediately and the section of these guidelines cover-
ing liaison with regulatory authorities would thereafter
apply.
In cases of doubt as to whether or not a study comes
under the scope of the guidelines the sponsor should
discuss the intended study plan with the MCA.

2 Scope and objectives of SAMM

(a) SAMM may be conducted for the purpose of
identifying previously unrecognised safety issues
(hypothesis-generation) or to investigate possible haz-
ards (hypothesis-testing).

(b) A variety of designs may be appropriate including
observational cohort studies, case-surveillance or
case-control studies. Clinical trials may also be used to
evaluate the safety of marketed products, involving sys-
tematic allocation of treatment (for example randomi-
sation). Such studies must also adhere to the current
guidelines for Phase IV clinical trials.

(c) The design to be used will depend on the objectives of
the study, which must be clearly defined in the study
plan. Any specific safety concerns to be investigated
should be identified in the study plan and explicitly ad-
dressed by the proposed methods.

3 Design of studies

Observational cohort studies
(a) The population studied should be as representative as

possible of the general population of users, and be un-
selected unless specifically targeted by the objectives
of the study (for example a study of the elderly). Exclu-
sion criteria should be limited to the contraindications
stated in the data sheet or summary of product charac-
teristics (SPC). The prescriber should be provided with
a data sheet or SPC for all products to be used. Where
the product is prescribed outside the indications on
the data sheet, such patients should be included in the
analysis of the study findings.

(b) Observational cohort studies should normally include
appropriate comparator group(s). The comparator
group(s) will usually include patients with the dis-
ease/indication(s) relevant to the primary study drug
and such patients will usually be treated with alterna-
tive therapies.

(c) The product(s) should be prescribed in the usual man-
ner, for example on an FP10 form written by the general
practitioner or through the usual hospital procedures.

(d) Patients must not be prescribed particular medicines
in order to include them in observational cohort stud-
ies since this is unethical (see section 15 of the ‘Guide-
lines on the Practices of Ethics Committees in Medical
Research involving Human Subjects’, Royal College of
Physicians, 1990).

(e) The prescribing of a drug and the inclusion of the pa-
tient in a study are two issues which must be clearly
separated. Drugs must be prescribed solely as a result
of a normal clinical evaluation, and since such indi-
cations may vary from doctor to doctor a justification
for the prescription should be recorded in the study
documents. In contrast, the inclusion of the patient in
the study must be solely dependent upon the criteria
for recruitment which have been specifically identi-
fied in the study procedures. Any deviation from the
study criteria for recruitment could lead to selection
bias.

(f) The study plan should stipulate the maximum number
of patients to be entered by a single doctor. No patient
should be prospectively entered into more than one
study simultaneously.

Case-control studies
(g) Case-control studies are usually conducted retrospec-

tively. In case-control studies comparison is made be-
tween the history of drug exposure of cases with the
disease of interest and appropriate controls without the
disease. The study design should attempt to account for
known sources of bias and confounding.

Case-surveillance
(h) The purpose of case-surveillance is to study patients

with diseases which are likely to be drug-related and to
ascertain drug exposure. Companies who sponsor such
studies should liaise particularly closely with the MCA
in order to determine the most appropriate arrange-
ments for the reporting of cases.

Clinical trials
(i) Large clinical trials are sometimes useful in the investi-

gation of post-marketing safety issues and these may
involve random allocation to treatment. In other re-
spects, an attempt should be made to study patients
under as normal conditions as possible. Exclusion cri-
teria should be limited to the contraindications in the
data sheet or SPC unless they are closely related to the
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particular objectives of the study. Clinical trials must
alsoadhere to thecurrentguidelines forPhase IVclinical
trials (see 2(b) above). Studies which fulfil the definition
of SAMM but are performed under a clinical trial ex-
emption (CTX) or under the clinical trial on a marketed
product (CTMP) scheme are within the scope of these
guidelines.

4 Conduct of studies

(a) Responsibility for the conduct and quality of company-
sponsored studies shall be vested in the company’s
medical department under the supervision of a named
medical practitioner registered in the United Kingdom,
and whose name shall be recorded in the study docu-
ments.

(b) Where a study is performed for a company by an agent,
a named medical practitioner registered in the United
Kingdom shall be identified by the agent to super-
vise the study and liaise with the company’s medical
department.

(c) Consideration should be given to the appointment of
an independent advisory group(s) to monitor the safety
information and oversee the study.

5 Liaison with regulatory authorities

(a) Companies proposing to perform a SAMM study are
encouraged to discuss the draft study plan with the
Medicines Control Agency (MCA) at an early state. Par-
ticular consideration should be given to specific safety
issues which may require investigation.

(b) Before the study commences a study plan should be
finalised which explains the aims and objectives of the
study, the methods to be used (including statistical
analysis) and the record keeping which is to be main-
tained. The company shall submit the study plan plus
any proposed initial communications to doctors to the
MCA at least one month before the planned start of
the study. The MCA will review the proposed study and
may comment. The responsibility for the conduct of the
study will, however, rest with the sponsoring pharma-
ceutical company.

(c) The company should inform the MCA when the study
has commenced and will normally provide a brief re-
port on its progress at least every six months, or more
frequently if required by MCA.

(d) The regulatory requirements for reporting of suspected
adverse reactions must be fulfilled. Companies should

endeavour to ensure that they are notified of serious
suspected adverse reactions and should report these to
the MCA within 15 days of receipt. Events which are not
suspected by the investigator to be adverse reactions
should not be reported individually as they occur. These
and minor adverse reactions should be included in the
final report.

(e) A final report on the study should be sent to the MCA
within 3 months of follow-up being completed. Ideally
this should be a full report but a brief report within 3
months followed by a full report within 6 months of
completion of the study would normally be acceptable.
The findings of the study should be submitted for pub-
lication.

(f) Companies are encouraged to follow MCA guidelines
on the content of progress reports and final reports.

6 Promotion of medicines

(a) SAMM studies should not be conducted for the pur-
poses of promotion.

(b) Company representatives should not be involved in
SAMM studies in such a way that it could be seen as
a promotional exercise.

7 Doctor participation

(a) Subject to the doctor’s terms of service, payment may
be offered to the doctor in recompense for his time and
any expenses incurred according to the suggested scale
of fees published by the BMA.

(b) No inducement for a doctor to participate in a SAMM
study should be offered, requested or given.

8 Ethical issues

(a) The highest possible standards of professional con-
duct and confidentiality must always be maintained.
The patient’s right to confidentiality is paramount. The
patient’s identity in the study documents should be
codified and only his or her doctor should be capable
of decoding it.

(b) Responsibility for the retrieval of information from
personal medical records lies with the consultant or
general practitioner responsible for the patient’s care.
Such information should be directed to the medi-
cal practitioner nominated by the company or agent,
who is thereafter responsible for the handling of such
information.
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(c) Reference to a Research Ethics Committee is re-
quired if patients are to be approached for informa-
tion, additional investigations are to be performed or
if it is proposed to allocate patients systematically to
treatments.

9 Procedure for complaints

A study which gives cause for concern on scientific, ethical
or promotional grounds should be referred to the MCA,
ABPI and the company concerned. Concerns regarding
possible scientific fraud should be referred to the ABPI.

They will be investigated and, if appropriate, referred to
the General Medical Council.

10 Review of guidelines

The Working Party will review these guidelines as
necessary.

Association of the British Pharmaceutical Industry (ABPI)
British Medical Association (BMA)
Committee on Safety of Medicines (CSM)
Medicines Control Agency (MCA)
Royal College of General Practitioners (RCGP)
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Guidelines for medical experiments in non-patient
human volunteers

Association of the British Pharmaceutical Industry

1 Introduction

1.1 The Association of the British Pharmaceutical Indus-
try (ABPI) established a committee in 1969, under the
Chairmanship of Sir Charles Stuart-Harris, to investigate
and advise onmedical experiments involving pharmaceu-
tical company staff volunteers. The report of this Commit-
tee, issued in 1970, set a standard of practice for member
companies to provide safeguards for staff volunteers in
drug studies. Thesepublishedguidelines alsoactedasaba-
sis for volunteer studies organised outside the pharmaceu-
tical industry. However, research practices and opinions
have inevitably changed during the past eighteen years,
and these are not fully reflected in the 1984 updated com-
mentary on the 1970 Stuart-Harris report.

1.2 In October 1986 the Royal College of Physicians pub-
lished a report entitled ‘Research on Healthy Volunteers’.
The Association subsequently set up a Working Party to
reconsider its own position, to review current guidelines
related to volunteer studies, and to draft new ones. These
guidelines take account of the conclusions reached by the
Royal College of Physicians. Themembership of theWork-
ing Party is shown in Appendix D.

1.3 In its 1970 report and the 1984 Update, the ABPI re-
ferred to staff and human volunteers, but did not define
the term volunteer. Key elements in the definition of a
non-patient volunteer are that the individual cannot be ex-
pected to derive therapeutic benefits from the proposed
study, is not known to suffer any significant illness rele-
vant to the proposed study, andwhosemental state is such
that he is able to understand and freely give valid consent
to the study. This definition embraces the term ‘healthy
volunteer’.

c© Association of the British Pharmaceutical Industry.

1.4 Volunteer studies must only be undertaken when
the appropriate aims, objectives, and methodologies are
clearly defined and set out in a written, approved protocol.

1.5 No referencewasmade in the 1970or 1984documents
to the payment which may be required by investigators in
non-patient volunteer studies. Thatwas because the previ-
ous guidelines referred exclusively tomedical experiments
on staff volunteers. It is recognised that volunteer studies
sponsored by industry are conducted outside the premises
of member companies, and a statement is therefore in-
cluded on payment to investigators. (6.3).

1.6 The previous ABPI guidelines (1970 and 1984) stated
that only new experimental designs such as the adminis-
trationof anewchemical entity required theprogrammeof
work envisaged to be submitted to and approved by an in-
dependent and properly constituted Ethics Committee. It
is now strongly recommended that all volunteer study pro-
tocols be submitted to and approved by an independent
and properly constituted Ethics Committee. The definitive
report on Ethics Committees, supported by the ABPI, is
the 1984 document entitled ‘Guidelines on the Practice of
Ethics Committees in Medical Research’ published by the
Royal College of Physicians of London.

1.7 Companies conducting in-house volunteer studies
should follow these ABPI guidelines, and should require
that all volunteer studies conducted on their behalf should
also follow the guidelines.

2 Justification for volunteer studies, and the
assessment of risk

2.1 Medical experiments on human subjects are neces-
sary to obtain information on the effects of substances
intended to be used for diagnostic, prophylactic or ther-
apeutic purpose. The justification for testing any agent in

228



Manual for Research Ethics Committees 229

healthy individuals dependsuponnot only the importance
of the information that can be obtained by this means but
also the risks involved in obtaining it.

2.2 The acquisition of knowledge of the safety, pharma-
cokinetics and pharmacodynamics of a new medicine in
man is important for the design of clinical trials in pa-
tients. While tests on volunteers may be desirable at any
stage in the development of a medicinal product and the
elucidation of its mode of action, they are of particular
importance during the initial stages of investigation in
man. Prophylactic agents such as vaccines must be en-
tirelyevaluated inpeoplewhoareapparentlyhealthy, sothe
use of volunteers for such studies is unavoidable and the
justification depends upon laboratory evidence of poten-
tial efficacy and safety. Different considerations arise with
respect to therapeuticagents, theefficacyandrelatedsafety
of which can only be evaluated in patients. Human volun-
teer studies nevertheless enable those responsible for the
development of a new medicine to understand better the
way it is absorbed and metabolised before beginning to
study its clinical effect in patients.

2.3 Volunteer studies should only be conducted after ap-
propriate pre-clinical biological studies (toxicology, phar-
macology, and drug metabolism) and chemistry and
pharmaceutical development have been undertaken.
Where a new chemical entity is involved the toxicological
work shouldnormallybeequivalent to thatwhichwouldbe
undertaken insupportofaCTXorCTCfor studies involving
patientsat thesamestageofamedicine’sdevelopment(Ref:
Guidelines on Data Needed to Support the Administration
of NewChemical Entities to Non-Patient Volunteers, ABPI.
May, 1985).

2.4 The value of pharmacological studies in healthy vol-
unteers justifies their acceptance as a normal phase in the
investigation of amedicine prior to its use in patients. Such
studies are not mandatory and volunteer studies should
not be performed if they involve medicines whose iden-
tifiable toxicity or lack of safety is only compensated for
by their potential unique efficacy. Such substances must
be evaluated after their initial pre-clinical pharmacological
evaluation by observations on their therapeutic activity in
patients.

3 Recruitment of volunteers

3.1Volunteersmust be recruitedof their own freewill. They
should initially be made aware of the possibility of volun-
teering by means of a general notice, rather than by di-
rect approach, so that the initiative for volunteering rests

entirely with the individual. Widespread or public adverti-
sing, especially if it is aimed at the poor, needy or socially
disadvantaged, is unacceptable. Neither payment, nor the
level thereof, should bementioned in a public notice. This
principle should applywherever studies are conducted.No
member of staff, student or other persons should bemade
to feelunderobligationtovolunteer,norshouldtheybedis-
advantaged in anyway by not volunteering. The principles
ennshrined in the WMA Declaration of Helsinki as revised
in 1975 (Tokyo) and 1983 (Venice) should be upheld.

3.2 No volunteer should be recruited unless capable of
giving legally validconsent.All volunteersmustbe fully and
properly informed so as to allowclear understanding of the
nature andpurpose of the proposed study. Any risks, either
known or suspected, and any inconvenience, discomfort
or pain likely to be experienced should be made clear to
prospective volunteers, who must make their own deci-
sion on whether to participate or not. Volunteers should
be informed verbally and in writing that they are free to
withdraw from a study at any time and without explana-
tion or reason, and that the registeredmedical practitioner
in charge of the trial may withdraw them at any time if he
considers it appropriate.

3.3 All establishments conducting volunteer studiesmust
keep accurate records and avoid the excessive use of any
volunteer. It is difficult to stipulate the maximum partici-
pation for any individual volunteer because of the variety
of procedures and medicines involved; however, no per-
son should take part in more than one study at a time,
nor should any person receive a new chemical entity ad-
ministered systemically at study intervals of less than four
months. Account should taken of such facts as the total
exposure to test substances in any one year, and the total
volume of blood taken in the year.

4 Monitoring exposure

4.1 There are three ways in which study participation may
be monitored and excess participation prevented: by con-
tact with the general practitioner (in theUnited Kingdom);
by counselling the volunteer and supplying the volunteer
with a record card; and by maintaining a register within a
department conducting volunteer studies.

4.2 Potential volunteers should sign a form prior to
each study giving the name and address of their general
practitioner consenting to any approach which is made
and consenting to the provision of relevant information
by the general practitioner. If contact is made by a phar-
maceutical company it should be the registered medical
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practitionerresponsible for thestudywhocontacts thegen-
eral practitioner.

4.3 Volunteers should themselves be given a record card
which gives relevant details of the studies in which they
have takenpartanddosagesofdrugsanddetailsof radioac-
tive exposure forwhich there are safety limitswhich should
be recorded. They should be counselled appropriately on
the potential dangers of excessive volunteering.

4.4 It is the responsibility of the establishment to main-
tain its own register of volunteers who have participated
in studies. The volunteer establishment should maintain
full records of studies and volunteers for aminimumof five
years after the study is completed.

5 Special groups

Pregnancy

5.1 Womenof childbearingpotential shouldnot normally
be accepted as volunteers in early studies. In studieswhich
involve drugs likely to be used in the treatment of women,
volunteers who are women of childbearing potential may
be accepted subject to the approval of an independent
ethics committee. In this situation adequate safeguards
must be taken to ensure absence of conception of a pre-
existing pregnancy. Satisfactory reproductive toxicology
studies must have been performed.

Children

5.2 Children should not normally be used in volunteer
studies of pharmaceutically active substances.

Elderly

5.3 As the elderlymay be at special risk their use in volun-
teer studies should be generally avoided. When it is likely
that a substance will be used extensively in elderly pa-
tients, however, or where the effects of a medicine and its
metabolismmay be different in the elderly, then the use of
elderly volunteers may be justified.

Mentally handicapped

5.4 Volunteer studies in thementallyhandicappedcannot
be justified.

Prisoners

5.5 Prisoners should never be used in volunteer studies.

6 Financial and other inducements

Reward

6.1 Volunteers may be rewarded in cash or in kind, but
the amount should be reasonable and related to the nature
and degree of inconvenience and discomfort involved.
Payment should never be offered for undergoing risk. Pay-
ment of excessive amounts is discouragedespecially as this
may lead to inappropriate repeated volunteering solely for
financialgain.Attention is thereforedrawntoparagraph3.3
regarding the maximum participation by any individual.

Withdrawal

6.2 When a volunteer withdraws or is withdrawn from a
study for medical reasons related to the study, full pay-
ments should be made. If the volunteer withdraws for
other reasons, including non-related medical reasons, a
proportional paymentmaybemadeat thediscretionof the
investigator.

Investigators

6.3 Payments to investigators and institutions must be
seen to be at a reasonable level for the work involved.

7 Safeguards

7.1 Great care and precautions must be taken before ex-
periments on volunteers are commenced. It is the respon-
sibility of the investigator to confirm that a volunteer is
healthy, andsuitable for inclusion in the studyagainst care-
fully pre-determined criteria.

7.2 Volunteers for studies should be screened by a clin-
ician who should take an appropriate medical history
including reference to allergies, smoking, alcohol or con-
sumption of other medically active substances. This
screening must take place shortly before the study begins.
The medical examination should be appropriate to the
study proposed including relevant blood, urine or other
tests. If the history, examination, or tests show any ab-
normality that could be associated with an increased risk
for the individual if he or she participated in the study, the
volunteer should not take part. Any evidence of drug abuse
including alcohol, should also preclude acceptance of the
volunteer into the study.

7.3 All volunteer studiesmust be supervised by amedical
practitioner fully registered in the United Kingdom, who is
a fully paid up member of a recognised medical defence
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body. This practitioner should have appropriate facilities
and experience to cope with any foreseeable medical con-
tingency, should sign each protocol and consent form, and
should be familiarwith resuscitation techniques and capa-
ble of using the available equipment. He also has responsi-
bility for thewell beingof the volunteers andmaywithdraw
them at any time during the study.

7.4 All volunteers shouldbe supervisedduring theadmin-
istrationof amedicineand for anappropriateperiod there-
after and advised to take appropriate precautions should
the knownor suspected effects of themedicine sodemand.
For example, any volunteer taking a medicine which is
likely to cause drowsiness should not be allowed to drive or
workwith dangerousmachinery or chemicals. (The volun-
teer should be advised of this in advance.) Details of any
drug given to a volunteer must be recorded on a docu-
ment to be carried by the volunteer, and this document
must also give the telephone number(s) of the medical
staff who can be contacted on a 24 hours a day basis in an
emergency.

7.5 The initial dose in thefirst study of a newchemical en-
tity should bewell below the amount indicated as pharma-
cologically active in humans by previous animal studies,
and only a small percentage of the no-toxic effect in
animals.

7.6 Safeguards regardingcommunicablediseasesmustbe
taken toprotect thevolunteer, the investigator andall other
staff involved including remote laboratory staff. Investiga-
tors should refer to the guidelines prepared by the ABPI
Working Party on the handling of blood samples (1987).
Volunteers found on initial examination to have medi-
cal contra-indications against participation in the study
should be clearly advised of the reasons for their exclusion,
and appropriately counselled. This will usually be by in-
forming the volunteer’s own general practitioner, with the
consent of the volunteer.

7.7 Anyadverseeventsoccurringduringavolunteer study
should be followed up as appropriate.
7.8 The supervising doctor should pay particular regard
to the possible need to follow up volunteers who withdraw
from a study.

8 Suitability of facilities

8.1 Premises in which non-patient volunteer studies are
conducted should be custom equipped and designed and
be adequate for the purpose, including the provision of ap-
propriate resuscitation equipment. Staff must have been

properly trained in the use of this equipment. The facilities
should be of the high standard expected for the involve-
ment of healthy persons in experiments, and should be
open to scrutiny by members of the independent Ethics
Committee which considers the protocols for the studies
conducted in each specific centre.

8.2 Member companies should satisfy themselves that
studies conducted on their behalf by other establishments
are conducted in premises which at minimum fulfil the
above criteria.

8.3 Consideration will be given by ABPI to the compila-
tion of a directory of centres conducting studies on volun-
teers, listing all the facilities availablewithin eachcentre, as
suggested by theMedicines Commission (advice to Health
Ministers on Healthy Volunteer Studies, DHSS, June 1987).

8.4 This directory should include pharmaceutical com-
panies, contract houses, academic departments, medical
schools, and any hospitals conducting volunteer studies.

9 Design and protocol

9.1 Research involving non-patient volunteers should
conform to the highest ethical and scientific standards
which apply to all clinical research. Ethical standards
should apply in accordance with the Guidelines on the
Practice of Ethics Committees in Medical Research pub-
lished by the Royal College of Physicians of London in
1984.

9.2 The protocol should define the experiment, and con-
tain an account of the information that will be provided to
the volunteer. References should also be made to the pro-
vision of a formal agreement and consent form. A model
outline protocol is detailed in Appendix A. Every volunteer
study protocol must be submitted to and approved by an
independent EthicsCommittee prior to the administration
of the test substances.

9.3 Animal studies must have been carried out appropri-
ate to the particular pharmaceutical form to be used in the
volunteer study, except where the test substance is already
a licensed product. Thesewill be referred to in the protocol
and have the following objectives:
i) to determine the target organ and toxic effects in
animals of relatively large doses, repeated at intervals
depending on the test substance’s biological and toxi-
cological properties and the proposed human dosage
and usage

ii) to demonstrate that thepreparation elicits the required
pharmacological response in experimental animals
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that are likely to be analogous to the desired effects
in man

iii) to attempt to define the absorption, distribution,
metabolism and excretion of the test compound.

10 Ethics committees

10.1 Allstudies involvingtheadministrationofsubstances
to non-patient volunteers, must have a written protocol
submitted to and approved in writing by an appropriate
independent Ethics Committee before the study begins.

10.2 Pharmaceutical companies contracting outside es-
tablishments to conduct volunteer studies on their behalf
must ensure that protocols have been submitted to and
approved by an independent Ethics Committee.

10.3 Once ethical approval has been given for the study,
the supervision of the study becomes the sole responsi-
bility of the named registered medical practitioners spon-
soring and supervising the study. However, major protocol
amendments should be referred to the Committee or its
Chairman, and no further test substances should be ad-
ministered before approval is received.

11 Consent and study administration

11.1 All volunteers participating in a clinical study must
signasimple formofagreement that records thebasisupon
which they have agreed to participate in the study. This
agreement may be either with the sponsoring pharma-
ceutical company or the outside research establishment
dependinguponwhich is primarily responsible for recruit-
ment and supervision of the study. The sponsoring com-
pany should ensure that it is fully satisfied with any agree-
ments to be used by the outside research establishment.

11.2 The agreement should
i) evidence the fact that the volunteer has consented to
participate in the light of proper explanation from the
investigator of the nature and purpose of the study and
any foreseeable risks attaching to participation.

ii) record that the volunteer has been told he is free to
withdraw without need to justify that decision.

iii) dealwith the issueof confidentiality and theagreement
of the volunteer to disclosure of information generated
by the study.

iv) if the investigator deems it appropriate to do so, au-
thorise the investigator to contact the volunteer’s gen-
eral practitioner and authorise the general practitioner

to disclose any information concerning the volunteer’s
health relevant to participation of the study.

Any information arising during the course of the study
which the investigator wishes to be conveyed to the gen-
eral practitioner or occupational physician should be the
subject of further authorisation by the volunteer.

All records containing information about volunteers
should be treated as confidential and, for staff volunteers,
should be kept separate from other personnel records
(preferably in the Medical Department). It must be recog-
nised that they may become subject to disclosure in any
legal proceedings where they are relevant to the issues in
those proceedings.

11.4 It is good practice for the investigator to sign a cor-
responding statement, incorporated into the agreement or
attached to it, to theeffect thathehascounselled thevolun-
teeronthestudyandgiven thevolunteer theopportunity to
question him on any points felt by the volunteer to require
clarification.

11.5 The explanation given by the investigator to the
volunteer should be witnessed and the witness may rea-
sonably be asked to sign a statement confirming this fact.

11.6 The information document, provided to the volun-
teer in connection with the study, should be referred to
in the agreement and copy attached. Companies should
make every effort to ensure that the informationdocument
is comprehensible to the volunteer. The following points
should be considered for inclusion in that document:
a confirmation of the principal features of the study;
b procedures to beused if assistance or advice is required;
c that the volunteer should at all times carry the personal

record card giving details of the study;
d that the implications of his agreement to participate, in

terms of any insurance cover that he may already have
or may happen to be negotiating at the time, have been
drawn to the volunteer’s attention;

e that the studyhas been subject to reviewby an indepen-
dent ethics committee;

and
f that the volunteer will disclose relevant medical infor-
mation during the course of the study;

A model information document appears as Appendix C.

11.7 The agreement should clearly record the obligation
the pharmaceutical company or research establishment
has accepted in terms of financial rewards for participa-
tion and compensation in the event of injury. In particu-
lar, the volunteer should be given a clear commitment that
in the event of bodily injury he will receive appropriate
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compensation without having to prove either that such
injury arose through negligence or that the product was
defective in the sense that it did not fulfil a reasonable
expectation of safety. The agreement should not seek to
remove that right of the volunteer, as an alternative, to pur-
sueaclaimonthebasisofeithernegligenceorstrict liability
if he is so minded.

11.8 Where pharmaceutical companies sponsor studies
to be performed in outside research establishments, the
responsibility for paying compensation would be clarified
and reflected in the contractual documentation with the
volunteer. Where the sponsor company is to provide the
undertaking regarding compensation, it is recommended
that the sponsor company enters into an unqualified obli-
gation to pay compensation, it is recommended that the
sponsor company enters into an unqualified obligation to
pay compensation to the volunteer on proof of causation,
having previously protected its rights to recourse against
the research establishment in its agreement with that es-
tablishment, to cover the position where the negligence of
its contractormay have caused or contributed to the injury
by the volunteer. A volunteer can reasonably expect that
compensationwill be paid quickly and that any dispute re-
garding who will finally bear the cost of the compensation
paid to himwill be resolved separately by the other parties
to the research.

11.9 It is recommended that a simple arbitration clause is
included as part of the provisions concerning compensa-
tion for injury,wherebyanydifferenceordispute in relation
totheimplementationof thecompensationprovisionsmay
be resolved with a minimum of formality.

11.10 Amodelagreement,which isdrawnonthebasis that
the pharmaceutical company is conducting the research
in-house,appearsasAppendixB.Where theresearch isper-
formed elsewhere two documents may need preparation,
the first dealing with the provisions relating to compensa-
tion for injury and the seconddealingwithall othermatters
relevant to the contractual relationship with the volunteer.

12 Conclusion

12.1 Medical experiments on non-patient volunteers
constitute an essential step towards the development of
many medicinal products. Information from such experi-
ments is indispensible for the scientific assessment and

developmentofmostnewmedicines.Theseguidelinesaim
to provide a framework within which these studies can be
conducted.

Amendments to ABPI guidelines for medical
experiments in non-patient human volunteers

Replacement for existing Paragraph 4.2

4.2 Potential volunteers should sign a form prior to each
study giving the name and address of their general prac-
titioner consenting to any approach which is made and
consenting to the provision of relevant information by the
general practitioner. In the case of staff volunteers, itwould
be good practice to treat the provision of such informa-
tion as subject to the Access to Medical Reports Act 1988.
Accordingly, applications to general practitioners should
not be made without staff volunteers having first been in-
formed of their rights under the Act. The Act is concerned
with reports provided in connection with employment or
insurance and, in summary, enables employees to see the
report before it is passed on to the employer and to sug-
gest appropriate amendments. If the medical practitioner
refuses to amend it, the employee may:
i) withdraw consent for the report to be issued;
ii) ask the medical practitioner to attach to the report a

statement setting out the employee’s own views;
iii) agree to the report being issued unchanged.
If contact is made by a pharmaceutical company it should
be the registered medical practitioner responsible for the
study who contacts the general practitioner.

Appendix B to the guidelines:

Replacement for existing Clause 4 of the Draft Provisions
for the Volunteer Agreement and Consent Form.
4. I agree to Dr[ ] contacting my general practitioner
[and teaching or university authority if appropriate] to
make knownmy participation in the study and I autho-
rise my general practitioner to report details of my rel-
evant medical or drug history, in confidence. [For staff
volunteers] I have been informed of and understandmy
rights under the Access to Medical Reports Act 1988.

May 1990
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Facilities for non-patient volunteer studies

Association of the British Pharmaceutical Industry

Facilities for non-patient volunteer studies

Both the ABPI and the Royal College of Physicians have
recently issued guidelines for the Conduct of Non-Patient
Volunteer Studies. The ABPI proposals include a recom-
mendation that a register of the units conducting these
studies should be established. The ABPI Non-Patient
Volunteers Working Party considered that registration
would only be meaningful if criteria were established to
ensure that the facilities provided by the units conducting
Non-Patient Volunteer Studies were appropriate for the
safe conduct of these studies. The document that follows
sets out guidelines on standards which should be set for
such facilities.

Guidelines on standards for the facilities in which
studies on non-patient volunteers are conducted

The following proposals are intended to be read in con-
junction with the ABPI Guidelines for the conduct of Non-
PatientVolunteerStudies andarea standard towardswhich
theABPIwouldexpectavolunteer facility toaimprior to the
initiation of a full range of clinical pharmacology studies.

1 Facilities

1.1 The building should be purpose built or appropriately
modified and must meet local planning requirements
and safety (fire) requirements.

1.2 Theunit shouldbe largeenough toallow the separation
of ward, laboratory, administration, catering and toilet
facilities.

c© Association of the British Pharmaceutical Industry.

1.3 The unit must be easily accessible to emergency ser-
vices and construction of doorways and corridors
should allow the easymovement of a stretcher patient.

1.4 If not attached to a hospital, the unit should have easy
road access for an ambulance.

1.5 The unit should be situated in reasonable proximity
to a hospital with a casualty unit and intensive care
facilities.

1.6 An overnight facility should be available for volunteers
considered unfit to be sent home after a study, plus ac-
commodation for doctors, nurses and any other nec-
essary staff.

1.7 The facility should be so constructed or equipped that
adequatemonitoring of all volunteers can be achieved
from at least one position.

1.8 To preserve confidentiality, visual and physical access
to areas where volunteers are studied should be re-
stricted to authorised personnel.

1.9 Emergency lighting should be available in the event of
a failure of the electricity supply.

2 Staff

There should be a sufficient number of staff, appropriately
qualified according to the number and nature of studies to
be undertaken by the unit including the following:
2.1 A medically qualified practitioner (the Study Director)

who should be responsible for all medical aspects of
the study. This person should:
2.1.1 Be suitably qualified with relevant experience in

the areas ofwork tobeundertaken. The following
requirements are preferred although not all are
essential.

(a) Postgraduatemedicalqualification,egMRCP,
FRCS.

234
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(b) Three years post full registration experience.
(c) Experienceofat least2yearsasaclinicalphar-

macologist in industrywithmaintained clini-
calcontactandsupervisionbyanexperienced
clinical pharmacologist

and/or

Specialist training and experience in specific
therapeutic areas as registrar, consultant or lec-
turer in a recognised unit.

2.1.2 Be fully conversant with Good Laboratory Prac-
tice, Good Clinical Practice, local Regulatory
Authority Guidelines, and the requirements of
the Declaration of Helsinki as amended at Tokyo
and Venice.

2.1.3 Be fully conversant withmodern emergency and
resuscitation procedures and attend refresher
courses at least once per year in addition to reg-
ular practice sessions in his/her own particular
unit.

2.2 At leastoneadditionalback-upmedicallyqualifiedstaff
whoshouldalsomeettherequirementsof2.1.1. to2.1.3.
above should be available and close at hand.

2.3 Where the sizeof theunit justifies, amedicallyqualified
Unit Director should be appointed, ultimately respon-
sible for all medical aspects of studies and who should
have experience relevant to the kind of study being un-
dertaken and a training exemplified by:

a) at least 2 years’ experience as a clinical pharmacol-
ogist in industry,

and/or

b) experience of at least 2 years at registrar grade or
above in a university-recognised clinical pharma-
cology or therapeutics department, and

c) a postgraduatemedical diplomaor qualification or
accreditation in medicine or clinical pharmacol-
ogy, and be conversant with emergency and resus-
citation procedures.

2.4 One ormore RGN qualified nursing staff, one of whom
should be of a senior status (sister/charge nurse), ide-
ally with intensive care unit experience. They should
have responsibility for the general welfare of the vol-
unteers and should carry out technical procedures as
directed by the study physician. Each of the nursing
staff should:
2.4.1 Be adequately qualified and experienced in this

work which he/she will undertake.
2.4.2 Be fully conversant in modern emergency and

resuscitation procedures and attend a refresher
course at least every two years.

2.4.3 Participate in regular reviews of the unit resusci-
tation procedures at least every six months.

2.5 Sufficient adequately qualified laboratory staff in the
areas listed in 4 (below) to ensure that studies are
conducted and reported to standards required by the
sponsor, guidelines on Good Laboratory Practice, and
Good Clinical Research Practice, and various Regula-
tory Authorities.

3 Emergency procedures and equipment

The unit should have established procedures, have stan-
dard equipment and provide the staff with adequate train-
ing in order to deal with any emergency that arises during
a volunteer study as follows:

3.1 Procedures

3.1.1 A standard operating procedure for dealing in the
first instance, with the most likely emergency sit-
uations such as: cardiac arrest, anaphylaxis, hy-
potension.

3.1.2 A standard operating procedure for summoning
additional help and transfer of the subjects tohos-
pital facilities.

3.1.3 Astandardoperatingprocedure forprovidingade-
quatemedical cover for thevolunteers throughout
the study period.

3.1.4 A standard operating procedure for ‘Call-Out’ so
that volunteers may be in telephone contact with
the supervising physician should problems arise
outside normal working hours.

3.1.5 A standard operating procedure that ensures that
adverse drug reactions and adverse events are re-
portedwithoutdelay,sothatotherongoingstudies
may be modified or discontinued as required.

3.1.6 A designated area where all study documentation
including randomisation code is kept for emer-
gency access.

3.1.7 A procedure which allows any doctor with clinical
responsibility for the general medical care of the
volunteer, and who is not familiar with the exper-
imental drug, to get in contact with someonewho
is familiar with it.

Additionally, evidence that regular training is given and
assessment of individuals made in the above procedures
should be on record.

3.2 Emergency equipment

The following is a suggested list of equipment to provide
basic and essential emergency cover:
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1) Blood pressure monitoring and recording equipment.
2) Continuous multi-lead ECG monitor with facility for

permanently recording any trace.
3) Defibrillator.
4) Cardiac pacer, unless this is always carried by the local

cardiac arrest crash team.
5) Tilting beds, or blocks to enable beds to be tilted.
6) Alarmcall systemfor summoningassistance, including

nearby telephone with permanent access to a public
line.

7) Emergency trolley carrying oxygen plus its delivery ap-
paratus and instruments for procedures such as intu-
bation, emergency tracheostomy and canullation.

8) Suitable fluids for IV infusion.
9) Equipment for immediate measurement of blood glu-

cose levels,butonly if studiesare tobeconductedusing
medicines likely to cause hypoglycaemia.

10) A procedure for regular testing of the above equip-
ment and documenting the inspection should be
implemented.

11) A back-up power supply for lighting and essential
equipment expected to be required for an emergency.

12) Ambu bag, or equivalent, for assisted ventilation.
13) Aspiration equipment.
N.B. The ECGmonitor/defibrillator should be operable by
battery as well as mains; this is important if transferring a
subject to hospital.

3.3 Emergency medicines

The unit should have a secure pharmacy area with ade-
quate facilities for thecorrectandaccuratepreparationand
storage of the test drug and standard medicines. In addi-
tion, one section of the pharmacy area should be devoted
to medicines for emergency use, which should be secure
but immediately accessiblewhen required. Theemergency
area should contain:
3.3.1 A specific antidote for the medicine(s) being tested

(when available).
3.3.2 The following medicines which will be kept in the

ward area along with the equipment when a study is
in progress:
(See Appendix I)

3.3.3 A list of the expiry dates or shelf life of themedicines,
which should be checked regularly.

4 Supporting services

In order for the unit to conduct work to the standard re-
quired by the Sponsor, GLP, GCP, and Regulatory Authori-
ties, the following are required:
4.1 Studies to be conducted by the unit will have been ap-

proved by an independent properly constituted Ethics
Committee.

4.2 The Ethics Committee will have access to the unit to
inspect.

4.3 Adequately equipped and staffed chemical pathology
and haematology laboratories and assay facilities.

4.4 A specially designated, secure pharmacy area with
appropriatemedicinestorage facilities, staffandequip-
ment for preparing the correct does of the test sub-
stance and keeping precise records of the receipt, use
and disposal of test medicines.

4.5 Access to legal advisers who will assist in relation to
questions such as consent, compensation and insur-
ance affecting the unit, its staff and volunteers.

4.6 Sufficient competent administrative, secretarial and
domestic staff toensure that studyproceduresanddoc-
umentation and correspondence are complete, ade-
quately recorded and filed.

4.7 An agreed contingency arrangement for the admis-
sion of volunteers to a local hospital should the need
arise.

5 Records and archiving

The Unit and its staff have a responsibility to ensure that
adequate records are kept of each study and that they are
filed and kept for a specified period, and that on request
they are easily retrievable. The unit should:
5.1 Assign a specific person(s) to the filing and archiving of

clinical study data.
5.2 Assign a specific area of the unit as an archive where

dataarekept insecure, locked,fireproofmetalcabinets.
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Multi-centre research in the NHS – the process of
ethical review when there is no local researcher
Supplementary operational guidelines for NHS research

ethics committees – November 2000 (v2)

Central Office for Research Ethics Committees

1 Introduction

1.1 Many research projects undertaken in the NHS take
place across numerous sites, sometimes clustered to-
gether, but often spread widely throughout the country.
It is a requirement that all such multi-centre research
hasanamed“principal investigator”,whohastheprime
ethical responsibility for the project and its implemen-
tation throughout the UK. This is the individual who
applies to a Research Ethics Committee (REC) for ethi-
cal approval of the protocol, which includes the patient
information sheet and the proposed arrangements for
taking consent.

1.2 For much multi-centre research, especially where a
modification of the standard patient treatment is in-
volved (e.g. therapeutic research, clinical trials), there is
a clear role for a “local researcher” at each research site.
This person takes local responsibility for the research
project, and there is thus a need for local scrutiny of
the suitability of this individual and the local research
facilities.

1.3 This is in direct contrast to some types of non-
therapeutic research, where there is no need for a local
individual to be formally part of the research team.
In some of these cases there is no need for any direct
contact with the patient or research subject. In others,
further patient contact needs to be made only by the
principal investigator or members of the specialist re-
search team, once patient consent is obtained. This is
particularly, but not exclusively, the case for much epi-
demiological and health services research. [Conversely
some projects in these disciplines still retain a distinct
need for a named local researcher, just as in the case of

c© Central Office for Research Ethics Commitees.

therapeutic research, and therefore each project needs
to be considered individually].

1.4 In many instances, although there is a need for further
patient contact, this can be carried out very efficiently
and safely, and much more conveniently for the pa-
tient, simply by using the technical co-operation of the
patient’s local clinician(s) without designating them as
“local researchers”.

2 Background

2.1 Experience by local and multi-centre research ethics
committees (LRECs and MRECs) in reviewing research
proposals has exposed the need for a more efficient
way of undertaking the ethical review of projects where
there is no need for someone to be designated as a local
researcher. Many LRECs themselves have questioned
the need for a local REC opinion in these cases, as long
as sufficient safeguards are confirmed to be in place
during the ethical review of the protocol by another
REC in the NHS.

2.2 A working party was established to look at the complex
issuesandpossible solutions. ItwaschairedbyDrHugh
Davies, Chairman of London MREC. The membership
is shown in Annex A. A report from the Davies group
was circulated to all LRECs and MRECs in the UK. From
the report and the many helpful comments received,
an operating system for ethical review of multi-centre
research where there is no local researcher has now
been formulated.

2.3 It is an operational modification to the existing system
of ethical review described in HSG(91)5 for England,
1992(GEN)3 for Scotland and WHC(91)75 for Wales,
which established Local Research Ethics Committees
throughout the NHS; and in HSG(97)23 for England,
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MEL(1997)8 for Scotland and DGM(98)25 for Wales, by
which the MREC system was established.

3 Categories of research where there is no
local researcher

These are considered under 5 headings:
� Data the use of which use does not require ethical review

by RECs
� Use of data regarded as being in the public domain
� Establishment of a new disease or patient database for

research purposes, and the use of such a database with
no patient contact

� The use of such a database, with subsequent patient con-
tact

� The use of an existing database, collected for previous
research or other purposes.

A Data the use of which does not require ethical
review by RECs

(i) It is currently well accepted that collection and analysis
of some data does not require review by a NHS Research
EthicsCommittee.ExampleswouldbetheAdverseDrug
Reaction reporting Scheme of the Committee on Safety
of Medicines, Prescription Event Monitoring, National
Morbidity Surveys and Post Market Surveillance of new
medications.

B Use of data regarded as being in the public domain

(i) Investigatorsdonotneedtoobtaininformedconsentto
use publicly available information for epidemiological
studies.

(ii) Use of many databases in the public domain (eg death
certificates, ONS data) will usually fall outside the remit
of MRECs/LRECs. Nevertheless, potential researchers
should contact the guardians of any such databases to
findout ifethical reviewisrequired,andifsowhetheran
internal ethics committee is available. If not, an MREC
will offer an ethical opinion on request.

C Establishment of a new disease or patient database
for research purposes, and the use of such a
database with no patient contact

(i) An example would be the attempt to ascertain the
prevalence of a rare disease or medical complication.
In order to collect the information, the principal in-
vestigator might wish to contact local NHS health care
professionals through the appropriate professional
networks.

(ii) The principal investigator should apply to the appro-
priate MREC for ethical approval. The MREC will con-
sider, among other things
� whether consent is required
� the method used for collecting the information
� the nature of the information
� how it is to be stored
� its intended use
� who will have access to it

(iii) Ethical approval by an MREC will cover the entire UK
and there is no requirement subsequently to apply to
LRECs.

(iv) It remains the responsibility of the principal investiga-
tor to ensure that in undertaking the collection, stor-
age or use of the data, he/she is not contravening the
legal or regulatory requirements of any part of the UK
in which the data are collected, stored or used.

D The use of such a database, but with subsequent
patient contact

(i) An example might be a request to collect further data,
or a sample of blood to be analysed at the principal
investigator’s laboratory for research purposes. The
principal investigatorshouldapplytothesameMREC
that approved the establishment of the database.

(ii) The MREC will review the ethical aspects of the re-
search proposal, which include among other things
� issues relating to the establishment of the existing

database
� the scientific quality and relevance of the proposal
� the reasons for, and nature of, the patient contact
� the methods of seeking and of obtaining consent
� the informationtobemadeavailable totheresearch

subject
� the nature of any procedures to be undertaken
� scrutiny of those who will undertake local tasks (the

principal researcher and his/her team, and the type
and grade of local clinician)

� issues concerning indemnity
(iii) All initial patient contact should only be made

through channels approved by the MREC as ethical.
In practice, this will almost invariably be by means
of a local clinician with responsibility for the care of
the patient, or by his/her approved staff on his/her
behalf.

(iv) The information sheet about the research (as
approved by the MREC) is subsequently made avail-
able to the research subject, either directly or via the
local clinician. It should be comprehensive, and con-
tain full information about the principal investiga-
tor (and if necessary his/her other research staff).
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It should also contain contact details for the mem-
bers of the central research team who will be avail-
able to answer further questions from the potential
researchsubjectsbeforetheygiveconsent,orata later
date.

(v) Consent of the research subject may be obtained ei-
ther by members of the central research team or by
the local clinician, using methods approved by the
MREC as ethical.

(vi) After approval by the MREC, members of the cen-
tral research team themselves may carry out the
procedures that the MREC has approved, and for
whichconsenthasbeengivenbytheresearchsubject.
Where these procedures take place in NHS premises,
the researcher must first obtain the agreement of the
local NHS management, who will need to be assured
that the researcher holds an appropriate NHS con-
tract,andthat indemnity issueshavebeenadequately
addressed.

(vii) The local clinician may also perform technical pro-
cedures or additional data collection as described in
the MREC-approved protocol as long as:
� they are well within his/her routine professional

competence (the MREC will review whether this is
so), and

� adequate facilities for such procedures would be
routinely available as part of his/her normal pro-
fessional practice.

An example might be a doctor taking a blood sample.
(viii) The local clinician will provide the samples/data to

the researchers but will play no other part in the re-
search.

(ix) This limited technical involvement of the local clin-
ician does not now require the opinion of the LREC.
The LREC should be informed of the project, and
the name and contact details of the local clinician
involved. If (unusually) the LREC has any reason to
doubt that the local clinician is competent to carry
out the tasks required, it should inform both the clin-
ician and the MREC that gave ethical approval.

(x) The local clinician must inform his/her NHS organi-
sation of his/her co-operation in the research project
and the nature of his/her involvement, just as would
be the case if he/she were a local researcher. He/she
should ensure with the NHS organisation that local
indemnity arrangements are adequate.

(xi) It remains the responsibility of the principal investi-
gator to ensure that in subsequently undertaking the
collection, storage or use of the data or research sam-
ple, he/she is not contravening the legal or regulatory
requirements of any part of the UK in which the data
or research material are collected, stored or used.

(xii) If theresearchrequiresachange in therapy,moresub-
stantial data collection or monitoring, or the need for
the local clinician to perform tasks possibly outside
his routine competence, then he/she should be re-
garded as a “local researcher” and not a “technical
co-operator”. The reviewing MREC will regard the re-
search as being outside this revised system of review,
and the local researcher would require appropriate
scrutiny – currently by the LREC – as in the current
standard system for ethical review of multi-centre re-
search.

E The use of an existing database, collected
for previous research or other purposes

(i) The researcher should apply to an MREC. Where the
database was established for research purposes, and
previously approved by an MREC, application should
be made to that same MREC.

(ii) The MREC will wish to review the ethical issues of
researcher access to the existing database for new pur-
poses.

(iii) It remains the responsibility of the principal investiga-
tor to ensure that in gaining access to or subsequently
using the data, he/she is not contravening the legal or
regulatory requirements of any part of the UK in which
thedataarecollected, storedorused.Heshoulddo this
in full and active collaboration with the guardian of the
database.

(iv) Subsequent use of the database is governed by the
same principles laid out above in Section D.

4 Communications

4.1 Standard MREC forms for communication must con-
tinue to be used, with correct version numbers and
dates.

4.2 Standard format letters will be available for principal
researchers and local clinicians to inform the necessary
branches of the NHS (LRECs and NHS management).
The MREC administrator will provide these.

5 Guidance notes for researchers

1 If you think that your research proposal falls into any of
the categories that now allow exemption from applica-
tion to an LREC after MREC approval, you should state
this in the covering letter that accompanies your appli-
cation to the MREC.
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2 The MREC administrator and Chairman, or the staff
of the Central Office for Research Ethics Committees
(COREC), may be able to advise potential applicants in
advance whether or not this is likely to be the case, but
the final decision rests with the MREC.

3 The application to the MREC should be on the standard
MREC form. Occasionally the MREC may require supple-
mentary information prior to its consideration of your
application.

4 Having studied your application, the MREC will make
the decision about the need for subsequent scrutiny
by LRECs. The MREC administrator will then provide
you with the necessary standard paperwork, and further
guidance about what to do next.

5 Researchers should consult and be guided by the MRC
Guidelines on Personal Information in Medical Re-
search, which can be found on the MRC web-site:
http://www.mrc.ac.uk
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Medical devices regulations and research ethics committees

Medical Devices Agency

To the Chairmen of all Multi-centre Research Ethics Com-
mittees and Local Research Ethics Committees in England,
Scotland, Wales, Northern Ireland

June 2000

Dear Colleague

m e d i c a l d e v i c e s r e g u l a t i o n s a n d
r e s e a r c h e t h i c s c o m m i t t e s

Background
A series of threeMedical Devices Directives, regulating the
safety and marketing of medical devices throughout the
European Community, started to come into effect from
1 January 1993. TheseDirectives will eventually replace ex-
isting national systems in eachMember State.
The Active Implantable Medical Devices Regulations

1992 (SI No 3146), which covers all implantable powered
devices e.g. pacemakers, andwhich implements the provi-
sions of the Active Implantable Medical Devices Directive
90/385/EEC, came into effect on 1 January 1993. TheMed-
ical Devices Regulations 1994 (SI No 3017), which covers
most other medical devices with the exception of In Vitro
Diagnostics and which implements the provisions of the
Medical DevicesDirective (93/42/EEC) came into effect on
1 January 1995. The In Vitro Diagnostic Medical Devices
Regulations2000 (SINo1315),whichcoversanyequipment
or reagent intended to be used in vitro for the examination
of substances derived from the human body, came into ef-
fect in the UK on the 7th of June 2000.

Regulatory Procedures
Under the provisions of these Regulations, no medical de-
vicewith (with theexceptionof custom-madedevices)may
be placed on the market in the EC without a CE marking.
In order to obtain this marking, the manufacturer must

go through a conformity assessment procedure to con-
firm that the device in question complies with the relevant
EssentialRequirements relating tosafetyandperformance.
In order to demonstrate this compliance satisfactorily,

clinical data may be required, particularly in the case of
higher risk devices. This data may be obtained from previ-
ous clinical experience with the device, or may be a com-
pilation of scientific literature relating to the device or a
similar device. If clinical data is not already available, how-
ever, e.g. in the circumstances of a new concept or device
beingproduced,evidence fromaspecificallydesignedclin-
ical investigationmay be required in order to demonstrate
that thedevice achieves its intendedpurpose as claimedby
the manufacturer and does not comprise the clinical con-
dition or safety of the patient or present a risk to the device
user.
Under the provisions of theDevices Regulations, all such

clinical investigations must be notified to the Competent
Authority (Regulatory Body) of the Member State(s) in
which the investigation(s) is(are) being performed. In the
UK this is theMedicalDevicesAgencyof theDepartmentof
Health.TheCompetentAuthority thenhas60days inwhich
tomake an assessment of the information supplied as part
of the notification and inform the applicant of any grounds
for objectionwithin that time period. Performance evalua-
tion studies of in vitro diagnosticmedical devices are dealt
with differently.Manufacturers of such products which are
to undergo performance evaluation are required simply to
inform the Competent Authority in which they have their
place of business, of the making available of such devices.

Relationship between the Competent Authority
and Multi-centre/Local Research Ethics Committees
Until now, under the provisions of the Medical Devices
Regulations, documentation required by the Competent
Authority before it can make an assessment of the clinical

241



242 Manual for Research Ethics Committees

investigation notificationmust contain a copy of the opin-
ionof the relevantMulti-centreResearchEthicsCommittee
(MREC) or Local Research Ethics Committee (LREC) from
each participating centre. This has meant that, for the
device investigations described above, the MREC/LREC
opinion must always have been obtained prior to making
a notification to the Competent Authority.
Since the introduction of the Medical Devices Regula-

tions, however, the Competent Authority has received a
number of complaints from both industry and clinicians
about the time taken to obtain the MREC/LREC opinion
and complete the Competent Authority system. This has
often been considerable and has put the UK at a disad-
vantage in comparison to a number of other European
countries where the systems for handling clinical investi-
gations are different. It has also resulted in the fact that, in
some instances, manufacturers have made a decision not
to use UK centres for device clinical investigations in spite
of the good reputation of the UK in carrying out research.
In order to address this problem, theCompetent Author-

ity has now amended the Regulations so that obtaining the
MREC/LREC opinion and the Competent Authority noti-
fication can take place in parallel rather than in series.
Under these circumstances, the manufacturer of the de-
vice proposed for investigation will be asked to submit
the MREC/LREC opinion(s) as soon as it/these are ob-
tained. This means that the Competent Authority, if it has
no grounds for objection to the investigation proceeding,
can inform themanufacturer that the clinical investigation

may proceed at the UK centre(s) once the relevant Ethics
Committee approval is obtained.
Because of the confidentiality requirements of the Reg-

ulations, no direct exchange of information can take
place directly between the Competent Authority and a
MREC/LREC. However, manufacturers are encouraged by
the Competent Authority to inform MRECs/LRECs of the
Competent Authority decision. MRECs/LRECs may also
wishtocontact themanufacturerdirectly, requestingacopy
of the Competent Authority decision, although in the latter
two instances the manufacturer has no legal obligation to
comply.
Clinical investigations of CE marked devices do not re-

quire notification to the Competent Authority unless the
manufacturer is proposing a use for the device in question
other than that intended under its existing claims.

Yours faithfully

Dr Susanne M Ludgate
Medical Director
BSc MB ChB DMRT FRCR FRACR

Copies of the Regulations can be obtained from:

HMSOBooks (Agency Section), HSMOPublication Centre,
51 Nine Elms Lane, London SW8 5DR
Tel: 020 7873 9090
Fax: 020 7873 8200
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NHS indemnity
– arrangements for clinical negligence claims in the NHS
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Executive summary

Introduction

This is a summaryof themainpoints containedwithinNHS
Indemnity: Arrangements for clinical negligence claims in
the NHS, issued under cover of HSG 96/48. The booklet
includes a Q&A section covering the applicability of NHS
indemnity to common situations and an annex on spon-
sored trials. It coversNHS indemnity for clinical negligence
but not for any other liability such as product liability, em-
ployers liability or liability for NHS trust board members.

Clinical negligence

Clinical negligence is definedas “abreachof duty of care by
members of the health care professions employed by NHS
bodiesorbyothersconsequentondecisionsor judgements
made bymembers of those professions acting in their pro-
fessional capacity in the course of their employment, and
which are admitted as negligent by the employer or are de-
termined as such through the legal process”.
The termhealth care professional includes hospital doc-

tors, dentists, nurses, midwives, health visitors, pharmacy
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practitioners, registered ophthalmic or dispensing opti-
cians (working in a hospital setting), members of profes-
sions allied to medicine and dentistry, ambulance person-
nel, laboratory staff and relevant technicians.

Main principles

NHSbodies are vicariously liable for the negligent acts and
omissions of their employees and should have arrange-
ments for meeting this liability.
NHS Indemnity applies where

(a) the negligent health care professional was:
(i) working under a contract of employment and the

negligence occurred in the course of that employ-
ment;

(ii) not working under a contract of employment but
was contracted to anNHSbody to provide services
to persons to whom that NHS body owed a duty of
care.

(iii) neither of the above but otherwise owed a duty of
care to the persons injured.

(b) persons,notemployedunderacontractofemployment
and whomay or may not be a health care professional,
who owe a duty of care to the persons injured. These
include locums; medical academic staff with honorary
contracts; students; those conducting clinical trials;
charitable volunteers; persons undergoing further pro-
fessional education, training and examinations; stu-
dents and staff working on income generation projects.

Where these principles apply, NHS bodies should accept
full financial liability where negligent harm has occurred,
and not seek to recover their costs from the health care
professional involved.

Who is not covered

NHS Indemnity does not apply to family health service
practitioners working under contracts for services, eg GPs
(including fundholders), general dental practitioners fam-
ily dentists, pharmacists or optometrists; other self em-
ployed health care professionals, eg independent mid-
wives; employees of FHS practices; employees of private
hospitals; local education authorities; voluntary agencies.
Exceptions to the normal cover arrangements are set out in
the main document.

Circumstances covered

NHSIndemnitycoversnegligentharmcausedtopatientsor
healthy volunteers in the following circumstances: when-
ever they are receiving an established treatment, whether

or not in accordance with an agreed guideline or protocol;
whenever they are receiving a novel or unusual treatment
which, in the judgement of the health care professional,
is appropriate for that particular patient; whenever they
are subjects as patients or healthy volunteers of clinical
research aimed at benefitting patients nowor in the future.

Expenses met

Where negligence is alleged, NHS bodies are responsible
for meeting: the legal and administrative costs of defend-
ing theclaimor, if appropriate,of reachingasettlement; the
plaintiff’s costs, as agreed by the two parties or as awarded
by the court; the damages awarded either as a one-off pay-
ment or as a structured settlement.

NHS indemnity clinical negligence – definition

1 Clinical negligence is defined as:
“A breach of duty of care by members of the health care
professions employed by NHS bodies or by others con-
sequent on decisions or judgements made by members
of those professions acting in their professional capacity
in the course of employment, and which are admitted
as negligent by the employer or are determined as such
through the legal process.”∗

2 In this definition “breach of duty of care” has its legal
meaning. NHS bodies will need to take legal advice in
individual cases, but the general position will be that the
following must all apply before liability for negligence
exists:
2.1 There must have been a duty of care owed to the

person treated by the relevant professional(s);
2.2 The standard of care appropriate to such duty must

not have been attained and therefore the duty
breached,whetherbyactionor inaction,advicegiven
or failure to advise;

2.3 Such a breachmust be demonstrated to have caused
the injury and therefore the resulting loss com-
plained about by the patient;

∗The NHS (Clinical Negligence Scheme) Regulations 1996, which es-

tablished the Clinical Negligence Scheme for Trusts, defines clinical

negligence in terms of ‘. . . a liability in tort owed by amember to a third

party in respect of or consequent upon personal injury or loss arising

out of or in connection with any breach of a duty of care owed by that

body to any person in connection with the diagnosis of any illness, or

the care or treatment of any patient, in consequence of any act or omis-

sion to act on the part of a person employed or engaged by a member

in connection with any relevant function of that member’.
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2.4 Any loss sustained as a result of the injury and com-
plainedaboutby theperson treatedmustbeof akind
that the courts recognize and for which they allow
compensation; and

2.5 The injury and resulting loss complained about by
the person treated must have been reasonably fore-
seeable as a possible consequence of the breach.

3 This booklet is concerned with NHS indemnity for clini-
calnegligenceanddoesnotcover indemnity foranyother
liability such as product liability, employers liability or li-
ability for NHS trust board members.

Other terms

4 Throughout this guidance:
4.1 The terms “anNHSbody” and “NHS bodies” include

Health Authorities, Special Health Authorities and
NHS Trusts but excludes all GP practices whether
fundholding or not, general dental practices, phar-
macies and opticians’ practices

4.2 The term “health care professional” includes:
Doctors, dentists, nurses, midwives, health vis-

itors, hospital pharmacy practitioners, registered
ophthalmic or registered dispensing opticianswor
ing in a hospital setting, members of professions
supplementary to medicine and dentistry, am-
bulance personnel, laboratory staff and relevant
technicians.

Principles

5 NHS bodies are legally liable for the negligent acts and
omissions of their employees (the principle of vicarious
liability), and should have arrangements formeeting this
liability. NHS Indemnity applies where:
5.1 the negligent health care professional was working

under a contract of employment (as opposed to a
contract for services) and the negligence occurred in
the course of that employment; or

5.2 the negligent health care professional, although not
working under a contract of employment, was con-
tracted toanNHSbody toprovideservices topersons
to whom that NHS body owed a duty of care.

6 Where the principles outlined in paragraph 5 apply, NHS
bodies should accept full financial liability where negli-
gent harmhas occurred. They should not seek to recover
theircostseither inpartor in full fromthehealthcarepro-
fessional concerned or from any indemnities they may
have. NHS bodiesmay carry this risk entirely or spread it

throughmembershipof theClinicalNegligenceScheme
for Trusts (CNST – see EL(95)40).

Who is covered

7 NHS Indemnity covers the actions of staff in the course
of their NHS employment. It also covers people in
certain other categories whenever the NHS body owes
a duty of care to the person harmed, including, for ex-
ample, locums, medical academic staff with honorary
contracts, students, those conducting clinical trials,
charitable volunteers and people undergoing further
professional education, training and examinations.
This includes staff working on income generation
projects. GPs or dentists who are directly employed
by Health Authorities, eg as Public Health doctors
(including port medical officers and medical inspec-
tors of immigrants at UK air/sea ports), are covered.

8 Examples of the applicability of NHS Indemnity to
common situations are set out in question and answer
format in Annex A.

Who is not covered

9 NHS Indemnity does not apply to general medical
and dental practitioners working under contracts for
services. General practitioners, includingGP fundhold-
ers, are responsible for making their own indemnity
arrangements, as are other self-employed health care
professionals such as independent midwives. Neither
does NHS Indemnity apply to employees of general
practices, whether fundholding or not, or to employees
of private hospitals (even when treating NHS patients)
local education authorities or voluntary agencies.

10 Examplesof circumstances inwhich independentprac-
titioners or staff whonormallywork for private employ-
ers are covered byNHS Indemnity are given in Annex A.
The NHS Executive advises independent practitioners
to check their own indemnity position.

11 Examples of circumstances in which NHS employees
are not covered by NHS Indemnity are also given in
Annex A.

Circumstances covered

12 NHS bodies owe a duty of care to healthy volunteers or
patients treated or undergoing tests which they admin-
ister. NHS Indemnity covers negligent harm caused to
these people in the following circumstances:
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12.1 whenever they are receiving an established treat-
ment,whetherornot inaccordancewithanagreed
guideline or protocol;

12.2 whenever they are receiving a novel or unusual
treatment which in the clinical judgement of the
health care professional is appropriate for the par-
ticular patient;

12.3 whenever they are subjects of clinical research
aimed at benefitting patients now or in the
future, whether as patients or as healthy volun-
teers. (Special arrangements, including the avail-
ability of no-fault indemnity applywhere research
is sponsored by pharmaceutical companies. See
Annex B.)

Expenses met

13 Wherenegligence is allegedNHSbodies are responsible
for meeting:
13.1 the legal and administrative costs of defending the

claimand, if appropriate, of reachinga settlement,
including the cost of any mediation;

13.2 where appropriate, plaintiff’s costs, either as
agreed between the parties or as awarded by a
court of law;

13.3 thedamages agreedor awarded,whether as a one-
off payment or a structured settlement.

Claims management principles

14 NHS bodies should take the essential decisions on the
handling of claims of clinical negligence against their
staff,usingprofessionaldefenceorganizationsorothers
as their agents and advisers as appropriate.

Financial support arrangements

15 Details of the Clinical Negligence Scheme for Trusts
(CNST) were announced in EL(95)40 on 29 March
1995.

16 All financial arrangements in respect of clinical neg-
ligence costs for NHS bodies have been reviewed
and guidance on transitional arrangements (for fund-
ing clinical accidents which happened before 1 April
1995), was issued on 27 November 1995 under cover of
FDL(95)56. FDL(96)36 provided further guidance on a
number of detailed questions.

Annex A

Questions and answers on NHS Indemnity

Below are replies to some of the questionsmost commonly
asked about NHS Indemnity.

1 Who is covered by NHS Indemnity?

NHSbodiesare liableat law for thenegligentactsandomis-
sions of their staff in the course of their NHS employment.
UnderNHS Indemnity,NHSbodies takedirect responsibil-
ity for costs and damages arising from clinical negligence
where they (as employers) are vicariously liable for the acts
and omissions of their health care professional staff.

2 Would health care professionals opting to work
under contracts for services rather than as
employees of the NHS be covered?

Where an NHS body is responsible for providing care to
patientsNHS Indemnitywill applywhether the health care
professional involved is an employee or not. For example a
doctor working under a contract for services with an NHS
Trust would be covered because the Trust has responsibil-
ity for the care of its patients. A consultant undertaking
contracted NHS work in a private hospital would also be
covered.

3 Does this include clinical academics
and research workers?

NHSbodies are vicariously liable for thework done by uni-
versity medical staff and other research workers (eg em-
ployees of the MRC) under their honorary contracts, but
not for pre-clinical or other work in the university.

4 Are GP practices covered?

GPs, whether fundholders or not [and who are not em-
ployed by Health Authorities as public health doctors],
are independent practitioners and therefore they and their
employed staff are not covered by NHS indemnity.

5 Is a hospital doctor doing a GP locum covered?

This would not be the responsibility of the NHS body since
itwouldbeoutside thecontract of employment.Thehospi-
tal doctor and the general practitioners concerned should
ensure that there is appropriate professional liability cover.
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6 Is a GP seeing a patient in hospital covered?

AGPprovidingmedical care to patients in hospital under a
contractualarrangement,egwhere theGPwasemployedas
a clinical assistant, will be covered by NHS Indemnity, as
will a GP who provides services in NHS hospitals under
staff fund contracts (known as “bed funds”).Where there is
no such contractual arrangement, and the NHS body pro-
vides facilities for patient(s)who continue to be the clinical
responsibility of the GP, the GP would be responsible and
professional liability coverwouldbeappropriate.However,
junior medical staff, nurses or members of the professions
supplementary to medicine involved in the care of a GP’s
patients in NHS hospitals under their contract of employ-
ment would be covered.

7 Are GP trainees working in general practice covered?

In general practice the responsibility for training and for
paying the salary of a GP trainee rests with the trainer.
While the trainee is receiving a salary in general practice
it is advisable that both the trainee and the trainer, and
indeed other members of the practice, should have appro-
priateprofessional liabilitycoverasNHSindemnitywillnot
apply.

8 Are NHS employees working under contracts with GP
fundholders covered?

If their employing NHS body has agreed a contract to pro-
vide services to a GP fundholding practice’s patients, NHS
employees will be working under the terms of their con-
tracts of employment andNHS Indemnity will cover them.
If NHS employees themselves contract with GP fundhold-
ers (or any other independent body) to do work outside
their NHS contract of employment they should ensure that
they have separate indemnity cover.

9 Is academic General Practice covered?

The Department has no plans to extend NHS Indemnity
to academic departments of general practice. In respect
of general medical services, Health Authorities’ payments
of fees and allowances include an element for expenses, of
which medical defence subscriptions are a part.

10 Is private work in NHS hospitals covered
by NHS Indemnity?

NHSbodieswill not be responsible for a health care profes-
sional’s privatepractice, even in anNHShospital.However,

where junior medical staff, nurses or members of profes-
sions supplementary tomedicineare involved in thecareof
private patients in NHS hospitals, they would normally be
doing so as part of their NHS contract, andwould therefore
be covered. It remains advisable that health professionals
who might be involved in work outside the scope of his
or her NHS employment should have professional liability
cover.

11 Is Category 2 work covered?

Category 2 work (eg reports for insurance companies) is
by definition not undertaken for the employing NHS body
and is therefore not covered by NHS Indemnity. Unless the
work is carried out on behalf of the employing NHS body,
professional liability cover would be needed.

12 Are disciplinary proceedings of statutory
bodies covered?

NHS bodies are not financially responsible for the defence
of staff involved in disciplinary proceedings conducted by
statutory bodies such as the GMC (doctors), UKCC (nurses
andmidwives), GDC (dentists) CPSM (professions supple-
mentary to medicine) and RPSGB (pharmacists). It is the
responsibilityof thepractitionerconcernedto takeoutpro-
fessional liability cover against such an eventuality.

13 Are clinical trials covered?

In the case of negligent harm, health care professionals un-
dertaking clinical trials or studies on volunteers, whether
healthy or patients, in the course of theirNHSemployment
are covered by NHS Indemnity. Similarly, for a trial not in-
volving medicines, the NHS body would take financial re-
sponsibility unless the trial were covered by such other in-
demnity as may have been agreed between the NHS body
and those responsible for the trial. In any case, NHS bod-
ies should ensure that they are informed of clinical trials
in which their staff are taking part in their NHS employ-
mentandthat these trialshave therequiredResearchEthics
Committeeapproval.Fornon-negligentharm,seequestion
16 below.

14 Is harm resulting from a fault in the
drug/equipment covered?

Where harm is caused due to a fault in the manufacture
of a drug or piece of equipment then, under the terms
of the Consumer Protection Act 1987, it is no defence for
the producer to show that he exercised reasonable care.
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Under normal circumstances, therefore, NHS indemnity
would not apply unless there was a question whether
the health care professional either knew or should rea-
sonably have known that the drug/equipment was faulty
but continued to use it. Strict liability could apply if
the drug/equipment had been manufactured by an NHS
body itself, for example a prototype as part of a research
programme.

15 Are Local Research Ethics Committees (LRECs)
covered?

Under the Department’s guidelines an LREC is appointed
by the Health Authority to provide independent advice to
NHS bodies within its area on the ethics of research pro-
posals. The Health Authority should take financial respon-
sibility for members’ acts and omissions in the course of
performance of their duties as LRECmembers.

16 Is there liability for non-negligent harm?

Apart from liability for defective products, legal liability
does not arise where a person is harmed but no one has
acted negligently. An example of this would be unexpected
side-effects of drugs during clinical trials. In exceptional
circumstances (and within the delegated limit of £50,000)
NHS bodies may consider whether an ex-gratia payment
couldbeoffered.NHSbodiesmaynotofferadvance indem-
nities or take out commercial insurance for non-negligent
harm.

17 What arrangements can non-NHS bodies make
for non-negligent harm?

Arrangements will depend on the status of the non-NHS
body. Arrangements for clinical trials sponsored by the
pharmaceutical industryare setout inAnnexB.Other inde-
pendent sector sponsors of clinical research involvingNHS
patients (eg universities and medical research charities)
may also make arrangements to indemnify research sub-
jects for non-negligent harm. Public sector research fund-
ing bodies such as the Medical Research Council (MRC)
may not offer advance indemnities nor take out commer-
cial insurance for non-negligent harm. TheMRC offers the
assurance that it will give sympathetic consideration to
claims in respect of non-negligent harm arising from an
MRC funded trial. NHS bodies should not make ex-gratia
payments for non-negligent harmwhere research is spon-
sored by a non-NHS body.

18 Would health care professionals be covered if they
were working other than in accordance with the
duties of their post?

Health care professionals would be covered by NHS In-
demnity for actions in the course ofNHS employment, and
this should be interpreted liberally. For work not covered
in this way health care professionals may have a civil, or
even, in extreme circumstances, criminal liability for their
actions.

19 Are health care professionals attending accident
victims (“Good Samaritan’’ acts) covered?

“Good Samaritan” acts are not part of the health care pro-
fessional’s work for the employing body. Medical defence
organizations are willing to provide low-cost cover against
the (unusual) event of anyone performing such an act be-
ing sued for negligence. Ambulance services can, with the
agreement of staff, include an additional term in the indi-
vidual employee contracts to the effect that the member
of staff is expected to provide assistance in any emergency
outside of duty hours where it is appropriate to do so.

20 Are NHS staff in public health medicine or in
community health services doing work
for local authorities covered? Are occupational
physicians covered?

Staff working in public health medicine, clinical medical
officers or therapists carrying out local authority functions
under their NHS contract would be acting in the course
of their NHS employment. They will therefore be covered
by NHS Indemnity. The same principle applies to occupa-
tional physicians employed by NHS bodies.

21 Are NHS staff working for other agencies, eg the
prison service, covered?

In general, NHS bodies are not financially responsible for
the acts of NHS staff when they are working on an indi-
vidual contractual basis for other agencies. (Conversely,
they are responsible where, for example, a Ministry of De-
fence doctor works in an NHS hospital.) Either the non-
NHS body commissioning the work would be responsi-
ble, or the health care professional should have separate
indemnity cover. However, NHS Indemnity should cover
work for which the NHS body pays the health care profes-
sional a fee, such as domiciliary visits, and family planning
services.
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22 Are former NHS staff covered?

NHS Indemnity will cover staff who have subsequently left
the Service (eg on retirement) provided the liability arose
in respect of acts or omissions in the course of their NHS
employment, regardless of when the claim was notified.
NHS bodies may seek the co-operation of former staff in
providing statements in the defence of a case.

23 Are NHS staff offering services to voluntary bodies
such as the Red Cross or hospices covered?

The NHS body would be responsible for the actions of its
staff only if it were contractually responsible for the clin-
ical staffing of the voluntary body. If not, the staff con-
cernedmay wish to ensure that they have separate indem-
nity cover.

24 Do NHS bodies provide cover for locums?

NHS bodies take financial responsibility for the acts and
omissions of a locum health care professional, whether
“internal”orprovidedbyanexternalagency,doingthework
of a colleague who would be covered.

25 What are the arrangements for staff employed
by one trust working in another?

This depends on the contractual arrangements. If thework
is being done as part of a formal agreement between the
trusts, then the staff involved will be acting within their
normalNHSduties and, unless the agreement states other-
wise, the employing trust will be liable. The NHS Executive
does not recommend the use of ad hoc arrangements, eg
a doctor in one trust asking a doctor in another to provide
an informal second opinion, unless there is an agreement
between the trusts as to which of them will accept liability
for the “visiting” doctor in such circumstances.

26 Are private sector rotations for hospital
staff covered?

The medical staff of independent hospitals are responsi-
ble for their own professional liability cover, subject to the
requirements of the hospital managers. If NHS staff in the
training grades work in independent hospitals as part of
their NHS training, they would be covered by NHS Indem-
nity, provided that such work was covered by an NHS con-
tract of employment.

27 Are voluntary workers covered?

Where volunteers work in NHS bodies, they are covered by
NHS Indemnity. NHSmanagers should be aware of all vol-
untary activity going on in their organizations and should
wherever possible confirm volunteers’ indemnity position
in writing.

28 Are students covered?

NHS Indemnity applies where students are working un-
der the supervision of NHS employees. This should be
made clear in the agreement between the NHS body and
the student’s educational body. This will apply to stu-
dents of all the health care professions and to school
students on, for example, work experience placements.
Students working in NHS premises, under supervision of
medical academic staff employed by universities holding
honorary contracts, are also covered. Students who spend
time in a primary care setting will only be covered if this is
part of anNHScontract. Potential studentsmakingprelim-
inary visits and school placements should be adequately
supervised and should not become involved in any clinical
work.Therefore,noclinicalnegligenceshouldariseontheir
part.

In the unlikely event of a school making a negligent
choice of work placement for a pupil to work in the NHS,
then the school, and not NHS indemnity, should pick up
the legal responsibility for the actions of that pupil. The
contractual arrangement between the NHS and the school
should make this clear.

29 Are health care professionals undergoing
on-the-job training covered?

Where an NHS body’s staff are providing on-the-job train-
ing (eg refresher or skills updating courses) for health care
professionals, the trainees are covered by NHS Indem-
nity whether they are normally employed by the NHS or
not.

30 Are independent midwives covered?

Independent midwives are self-employed practitioners. In
common with all other health care professionals working
outside theNHS, they are responsible formaking their own
indemnity arrangements.
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31 Are overseas doctors who have come to the UK
temporarily, perhaps to demonstrate a new
technique, covered?

The NHS body which has invited the overseas doctor will
owe aduty of care to thepatients onwhom the technique is
demonstrated and soNHS indemnity will apply. NHS bod-
ies, therefore,needtomakesurethat theyarekept informed
of any such demonstration visits which are proposed and
of the nature of the technique to be demonstrated. Where
visiting clinicians are not formally registered as students,
or are not employees, an honorary contract should be
arranged.

32 Are staff who are qualified in another member
state of the European Union covered?

Staff qualified in another member state of the European
Union, and who are undertaking an adaptation period
in accordance with EEC directive 89/48EEC and the
EuropeanCommunities (RecognitionofProfessionalQual-
ifications) Regulations 1991 which implements EECDirec-
tive 89/48/EEC) and EEC Directive 92/51/EEC, must be
treated in a manner consistent with their qualified status
in another member state, and should be covered.

Annex B

Indemnity for clinical studies sponsored
by pharmaceutical companies

Section one

1 Clinical research involving the administrationof drugs to
patients or non-patient human volunteers is frequently
undertaken under the auspices of Health Authorities or
NHS Trusts.

2 When the study is sponsored by a pharmaceutical com-
pany, issues of liability and indemnity may arise in case
of injury associated with administration of the drug or
other aspects of the conduct of the trial.

3 When the study is not sponsored by a company but has
been independently organised by clinicians, the NHS
body will carry full legal liability for claims in negligence
arising from harm to subjects in the study.

4 The guidance in Section 2 and the Appendix has three
purposes:
� toensure thatNHSbodiesenter intoappropriateagree-
mentswhichwill provide indemnity against claimsand

proceedings arising from company-sponsored clinical
studies;

� to ensure that NHS bodies, where appropriate, use
a standard form of agreement (Appendix) which has
been drawn up in consultation with the Association of
the British Pharmaceutical Industry (ABPI);

� to advise Local Research Ethics Committees (LRECs) of
the standard form of agreement.

Section two

1 A wide variety of clinical studies involving experimental
or investigational use of drugs is carried out within NHS
bodies. This includes studies in patients (clinical trials)
and studies in healthy human volunteers. They may
involve administration of a totally new (unlicensed)
drug (active substance or ‘NAS’) or the administration
of an established (licensed) drug by a novel route, for a
new therapeutic indication, or in a novel formulation or
combination.

2 Detailed guidance on the design, conduct, and ethical
implications of clinical studies is given in:

HSG(91)5: Local Research Ethics Committees (with
accompanying booklet). NHS Executive: 1991;

Guidelines for Medical Experiments in non-Patient
Human Volunteers Research Involving Patients; Royal
College of Physicians of London: 1990;

Guidelines in thePractice of EthicsCommittees inMedical
Research, 2nd edition; Royal College of Physicians of
London: 1990;

Clinical Trial Compensation Guidelines ABPI: 1991

3 The Medicines Act 1968 provides the regulatory frame-
work for clinical studies involving administration of
drugs to patients. Drugs which are used in a sponsored∗

clinical study in patients will be the subject of either a
product licence (PL), a clinical trial certificate (CTC),
or clinical trial exemption (CTX) which is held by
the company as appropriate. A non-sponsored study
conducted independently by a practitioner must be
notified to the Licensing Authority under the Doctors
and Dentists Exemption (DDX) scheme. Studies in
healthy volunteers are not subject to regulation under
the Medicines Act and do not require a CTC, CTX, or

∗A sponsored studymaybe defined as one carried out under arrange-

ments made by or on behalf of the company who manufactured the

product, the company responsible for its composition, or the company

selling or supplying the product.
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DDX. Further particulars of these arrangements are
provided in Medicines Act leafletMAL 30: A guide to the
provisions affecting doctors and dentists (DHSS: 1985).

4 Participants in a clinical studymay suffer adverse effects
due to the drug or clinical procedures. The appendix to
this annex is a model form of agreement between the
companysponsoringastudyandtheNHSbody involved,
which indemnifies the authority or trust against claims
andproceedingsarising fromthestudy.Themodelagree-
ment has been drawn up in consultation with the Asso-
ciation of the British Pharmaceutical Industry (ABPI).

5 This formof indemnitywill not normally apply to clinical
studieswhich arenot directly sponsoredby the company
providing the product for research, but have been inde-
pendently organised by clinicians. In this case, the NHS
body will normally carry full legal liability for any claims
in negligence arising from harm to subjects in the study.

6 The NHS body will also carry full legal liability for any
claims innegligence (or compensationunder the indem-
nitywill beabated)where therehasbeensignificantnon-
adherence to the agreed protocol or there has been neg-
ligence on the part of an NHS employee, for example, by
failing to deal adequately with an adverse drug reaction.

7 The form of indemnity may not be readily accepted by
sponsoring companies outside the UK or who are not
members of theABPI.NHSbodies should, as part of their
risk management, consider the value of indemnities
which are offered and consider whether companies
should have alternative arrangements in place.

8 Several health authorities and trusts have independently
developed forms of indemnity agreement. However,
difficulties have arisen when different authorities have
required varying terms of indemnity and this has, on
occasion, impeded the progress of clinical research
within the NHS. Particular difficulties may arise in large
multi-centre trials involving many NHS bodies when it
is clearly desirable to have standardised terms of indem-
nity to provide equal protection to all participants in the
study.

9 Responsibility for deciding whether a particular
company-sponsored research proposal should proceed
within the NHS rests with the Health Authority or
Trust within which the research would take place, after
consideration of ethical, clinical, managerial, financial,
resource, and legal liability issues. The NHS body is
responsible for securing an appropriate indemnity
agreement and should maintain a register of all clinical
studies undertakenunder its auspiceswith an indication
whether it is a company-sponsored study and, if so, with
confirmation that an indemnity agreement is in place.
If for any reason it is considered that the model form

of indemnity is not appropriate or that amendments
are required, the NHS body involved should seek legal
advice on the form or amendments proposed.

10 Even when the model form of indemnity is agreed, the
NHS body should satisfy itself that the company spon-
soring the study is substantial and reputable and has ap-
propriate arrangements in place (for example insurance
cover) to support the indemnity. TheNHSbodywill carry
full liability for any claims in negligence if the indemnity
is not honoured and there is not supporting insurance.

11 Where a clinical study includes patients or subjects
within several NHS bodies, for example in amulti-centre
clinical trial, it is necessary for each Authority or Trust to
complete an appropriate indemnity agreement with the
sponsoring company.

12 Where independent practitioners, such as general med-
ical practitioners, are engaged in clinical studies, Health
Authorities should seek to ensure that such studies are
the subject of an appropriate indemnity agreement. It
is good practice for the GP to notify the Health Authority
of his participation in any clinical study.

13 Clinical investigators should ensure that details of any
proposed research study are lodgedwith the appropriate
NHS body and should not commence company-
sponsored research unless an indemnity agreement is
in place.

14 Local Research Ethics Committees (LRECs) provide
independent advice to NHS and other bodies and to
clinical researchers on the ethics of proposed research
projects that involve human subjects [HSG(91)5]. Clin-
ical investigators should not commence any research
project involving patients or human volunteers without
LREC agreement. Acceptance of the ABPI guidelines
and the terms of the model indemnity agreement
should normally be a condition of LREC approval of any
pharmaceutical company sponsored project.

Annex B: appendix

Form of indemnity for clinical studies

To: [Name and address of sponsoring company]
(“the Sponsor”)

From: [Name and address of Health Authority/
Health Board/NHS Trust] (“the Authority”)

Re: Clinical Study No [ ] with [name of product]

1 It is proposed that the Authority should agree to partici-
pate in theabovesponsoredstudy (“theStudy”) involving
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[patients of the Authority] [non-patient volunteers] (“the
Subjects”) to be conducted by [name of investigator(s)]
(“the Investigator”) in accordance with the protocol an-
nexed, as amended fromtime to timewith theagreement
of the Sponsor and the Investigator (“the Protocol”). The
Sponsor confirms that it is a term of its agreement with
the Investigator that the Investigator shall obtain all nec-
essary approvals of the applicable Local Research Ethics
Committee and shall resolve with the Authority any is-
sues of a revenue nature.

2 The Authority agrees to participate by allowing the Study
to be undertaken on its premises utilising such facili-
ties, personnel and equipment as the Investigator may
reasonably need for the purpose of the Study.

3 In consideration of such participation by the Authority,
and subject to paragraph 4 below, the Sponsor indemni-
fies and holds harmless the Authority and its employees
andagents against all claimsandproceedings (to include
any settlements or ex-gratia payments made with the
consent of the parties hereto and reasonable legal and
expert costs and expenses) made or brought (whether
successfully or otherwise):
(a) by or on behalf of Subjects taking part in the Study

(or their dependants) against the Authority or any of
its employeesoragents forpersonal injury (including
death) to Subjects arising out of or relating to the ad-
ministration of the product(s) under investigation or
anyclinical interventionorprocedureprovided foror
required by the Protocol towhich the Subjects would
not have been exposed but for their participation in
the Study.

(b) by the Authority, its employees or agents or by or on
behalf of a Subject for a declaration concerning the
treatment of a Subject who has suffered such per-
sonal injury.

4 The above indemnity by the Sponsor shall not apply to
any such claim or proceeding:
4.1 to the extent that such personal injury (including

death) is caused by the negligent or wrongful acts
or omissions or breach of statutory duty of the
Authority, its employees or agents;

4.2 to the extent that such personal injury (including
death) is caused by the failure of the Authority, its
employees, or agents to conduct the Study in accor-
dance with the Protocol;

4.3 unless as soon as reasonably practicable following
receipt of notice of such claim or proceeding, the
Authority shall have notified the Sponsor in writing
of it and shall, upon the Sponsor’s request, and at the
Sponsor’s cost, have permitted the Sponsor to have

full care and control of the claimor proceeding using
legal representation of its own choosing;

4.4 if the Authority, its employees, or agents shall have
made any admission in respect of such claim or pro-
ceeding or taken any action relating to such claim or
proceeding prejudicial to the defence of it without
the written consent of the Sponsor such consent not
to be unreasonably withheld provided that this con-
dition shall not be treated as breached by any state-
ment properly made by the Authority, its employees
or agents in connection with the operation of the
Authority’s internal complaint procedures, accident
reporting procedures or disciplinary procedures or
where such statement is required by law.

5 The Sponsor shall keep the Authority and its legal ad-
visers fully informed of the progress of any such claim
or proceeding, will consult fully with the Authority on
the nature of any defence to be advanced and will not
settle any such claim or proceeding without the writ-
ten approval of the Authority (such approval not to be
unreasonably withheld).

6 Without prejudice to the provisions of paragraph 4.3
above, the Authority will use its reasonable endeavours
to inform the Sponsor promptly of any circumstances
reasonably thought likely to give rise to any such claim
or proceeding of which it is directly aware and shall keep
the Sponsor reasonably informed of developments in re-
lation to any such claim or proceeding even where the
Authority decides not to make a claim under this in-
demnity. Likewise, the Sponsor shall use its reasonable
endeavours to inform the Authority of any such circum-
stancesandshallkeeptheAuthorityreasonably informed
ofdevelopments inrelationtoanysuchclaimorproceed-
ing made or brought against the Sponsor alone.

7 The Authority and the Sponsorwill each give to the other
such help asmay reasonably be required for the efficient
conductandprompthandlingofanyclaimorproceeding
by or on behalf of Subjects (or their dependants) or con-
cerning such a declaration as is referred to in paragraph
3(b) above.

8 Without prejudice to the foregoing if injury is suf-
fered by a Subject while participating in the Study, the
Sponsor agrees to operate in good faith the Guidelines
published in 1991 by The Association of the British Phar-
maceutical Industryandentitled “ClinicalTrialCompen-
sation Guidelines” (where the Subject is a patient) and
the Guidelines published in 1988 by the same Associa-
tion and entitled “Guidelines for Medical Experiments
in non-patient Human Volunteers” (where the Subject is
not a patient) and shall request the Investigator to make
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clear to the Subjects that the Study is being conducted
subject to the applicable Association Guidelines.

9 Forthepurposeofthis indemnity, theexpression“agents”
shall be deemed to include without limitation any nurse
or other health professional providing services to the Au-
thorityunder a contract for servicesorotherwise andany

person carrying out work for the Authority under such
a contract connected with such of the Authority’s facili-
ties and equipment as are made available for the Study
under paragraph 2 above.

10 This indemnity shall be governed by and construed in
accordance with English/Scottish∗ law.

s i g n e d on behalf of the Health Authority/Health
Board/NHS Trust ..........................................................................................

Chief Executive/
District General Manager

s i g n e d on behalf of the Company ..........................................................................................

Dated................................................................................

∗ Delete as appropriate

c© Crown Copyright
Produced by Department of Health
11472 Comm 1500 2P Oct 97 SA (CWP)
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Clinical trial compensation guidelines

Association of the British Pharmaceutical Industry

Preamble

The Association of the British Pharmaceutical Industry
favours a simple and expeditious procedure in relation to
the provision of compensation for injury caused by partic-
ipation in clinical trials. The Association therefore recom-
mends that a member company sponsoring a clinical trial
should provide without legal commitment a written assur-
ance to the investigator – and through him to the relevant
research ethics committee – that the following Guidelines
will be adhered to in the event of injury caused to a patient
attributable to participation in the trial in question.

1 Basic principles

1.1 Notwithstanding the absence of legal commitment,
the company should pay compensation to patient-
volunteers suffering bodily injury (including death) in
accordance with these Guidelines.

1.2 Compensation should be paid when, on the balance
of probabilities, the injury was attributable to the ad-
ministration of a medicinal product under trial or any
clinical intervention or procedure provided for by the
protocol that would not have occurred but for the in-
clusion of the patient in the trial.

1.3 Compensationshouldbepaidtoachild injuredinutero
through the participation of the subject’s mother in a
clinical trial as if thechildwereapatient-volunteerwith
the full benefit of these Guidelines.

1.4 Compensationshouldonlybepaid for themoreserious
injury of an enduring and disabling character (includ-
ing exacerbation of an existing condition) and not for
temporary pain or discomfort or less serious or curable
complaints.

c© Association of the British Pharmaceutical Industry.

1.5 Where there is an adverse reaction to amedicinal prod-
uct under trial and injury is caused by a procedure
adopted to deal with that adverse reaction, compensa-
tion should be paid for such injury as if it were caused
directly by the medicinal product under trial.

1.6 Neither the fact that the adverse reaction causing the
injury was foreseeable or predictable, nor the fact that
the patient has freely consented (whether in writing
or otherwise) to participate in the trial should exclude
a patient from consideration for compensation under
these Guidelines, although compensationmay be aba-
ted or excluded in the light of the factors described in
paragraph 4.2 below.

1.7 For the avoidance of doubt, compensation should be
paid regardless of whether the patient is able to prove
that the company has been negligent in relation to re-
search or development of themedicinal product under
trial or that the product is defective and therefore, as
the producer, the company is subject to strict liability
in respect of injuries caused by it.

2 Type of clinical research covered

2.1 These Guidelines apply to injury caused to patients
involved in Phase II and Phase III trials, that is to say,
patients under treatment and surveillance (usually in
hospital) and suffering from the ailment which the
medicinal product under trial is intended to treat but
for which a product licence does not exist or does not
authorise supply for administration under the condi-
tions of the trial.

2.2 These Guidelines do not apply to injuries arising from
studies in non-patient volunteers (Phase I), whether or
not they are in hospital, for which separate Guidelines
for compensation already exist.1

254
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2.3 These Guidelines do not apply to injury arising from
clinical trials onmarketed products (Phase IV) where a
product licence exists authorising supply for adminis-
tration under the conditions of the trial, except to the
extent that the injury is caused to a patient as a direct
resultofproceduresundertaken inaccordancewith the
protocol (but not any product administered) to which
thepatientwouldnothavebeenexposedhadtreatment
been other than in the course of the trial.

2.4 These Guidelines do not apply to clinical trials which
have not been initiated or directly sponsored by the
company providing the product for research. Where
trials of products are initiated independently by doc-
tors under the appropriateMedicines Act 1968 exemp-
tions, responsibility for the health and welfare of pa-
tients rests with the doctor alone (see also paragraph
5.2 below).

3 Limitations

3.1 No compensation should be paid for the failure of a
medicinal product to have its intended effect or to pro-
vide any other benefit to the patient.

3.2 No compensation should be paid for injury caused by
other licensedmedicinal products administered to the
patient for thepurposeof comparisonwith theproduct
under trial.

3.3 No compensation should be paid to patients receiving
placebo in consideration of its failure to provide a ther-
apeutic benefit.

3.4 Nocompensationshouldbepaid(or itshouldbeabated
as the case may be) to the extent that the injury has
arisen:
3.4.1 through a significant departure from the agreed

protocol;
3.4.2 through the wrongful act or default of a third

party, including a doctor’s failure to deal ade-
quately with an adverse reaction;

3.4.3 through contributory negligence by the patient.

4 Assessment of compensation

4.1 The amount of compensation paid should be appro-
priate to the nature, severity and persistence of the in-
jury and should in general terms be consistentwith the
quantum of damages commonly awarded for similar
injuries by an English Court in cases where legal liabil-
ity is admitted.

4.2 Compensation may be abated, or in certain circum-
stances excluded, in the light of the following factors
(on which will depend the level of risk the patient can
reasonably be expected to accept):
4.2.1 the seriousness of the disease being treated, the

degree of probability that adverse reactions will
occur and any warnings given;

4.2.2 the risks and benefits of established treatments
relative to those known or suspected of the trial
medicine.

This reflects the fact that flexibility is required given
the particular patient’s circumstances. As an extreme
example, there may be a patient suffering from a se-
rious or life-threatening disease who is warned of a
certain defined risk of adverse reaction. Participation
in the trial is then based on an expectation that the
benefit/risk ratio associated with participationmay be
better than that associated with alternative treatment.
It is, therefore, reasonable that the patient accepts the
high risk and should not expect compensation for the
occurrence of the adverse reaction of which he or she
was told.

4.3 In any case where the company concedes that a pay-
ment should be made to a patient but there exists a
difference of opinion between company and patient
as to the appropriate level of compensation, it is rec-
ommended that the company agrees to seek at its own
cost (and make available to the patient) the opinion
of a mutually acceptable independent expert, and that
his opinion should be given substantial weight by the
company in reaching its decision on the appropriate
payment to be made.

5 Miscellaneous

5.1 Claims pursuant to the Guidelines should be made by
the patient to the company, preferably via the investi-
gator, setting out details of the nature and background
of the claim and, subject to the patient providing on re-
quest an authority for the company to review anymed-
ical records relevant to the claim, the company should
consider the claim expeditiously.

5.2 The undertaking given by a company extends to in-
juryarising (atwhatever time) fromall administrations,
clinical interventions or procedures occurring during
the course of the trial but not to treatment extended
beyond the end of the trial at the instigation of the
investigator. The use of unlicensed products beyond
the trial period is wholly the responsibility of the treat-
ing doctor and in this regard attention is drawn to the
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advice provided to doctors in MAL 302 concerning the
desirabilityofdoctorsnotifying theirprotectionsociety
of their use of unlicensed products.

5.3 The fact that a company has agreed to abide by these
Guidelines in respect of a trial does not affect the right
of a patient topursue a legal remedy in respect of injury
allegedtohavebeensufferedasaresultofparticipation.
Nevertheless, patients will normally be asked to accept
that any paymentmade under theGuidelineswill be in
full settlement of their claims.

5.4 A company sponsoring a trial should encourage the in-
vestigator to make clear to participating patients that

the trial is being conducted subject to the ABPI Guide-
lines relating to compensation for injury arising in the
course of clinical trials and have available copies of the
Guidelines should they be requested.
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Foreword

The changing face of nursing over the past 20 years or so is
seldom more clearly demonstrated than by the increased
involvement, as supervisor, commissioner or participant,
of the nurse in research. Both the nursing profession’s

expanding professional role and the status of research
in health care in general have contributed to placing the
nursing practitioner at the centre of a culture in health
care which strives for progress and seeks to institutionalise
evidence-based practice.
Although the shifting nature of the nurse’s role is to be

welcomed, it is vital that practitioners bear inmind funda-
mental principles whichmust inform all research. In order
to do this, guidance is needed to ensure that thenurse, now
anactiveandinvolvedparticipant inhealth-careteams,can
effectively safeguard the rights and interests of their pa-
tients, while at the same time contributing to the progress
that research seeks to achieve.
This pamphlet seeks to clarify ethical problems in re-

search and also to provide for nurses a set of standards
of best practice against which they can measure their in-
volvement in researchprojects. It iswrittenwith clarity and
balance andwill provide an excellent starting point for any
nursing practitioner who is contemplating initiating or be-
coming involved in research. By identifying core values in a
readableandintelligibleway, thispamphletshouldproveto
be invaluable for nurses in the current health-care climate.

Sheila A.M. McLean, International Bar Association Profes-
sor of Law and Ethics in Medicine, Director, Institute of
Law and Ethics in Medicine, Glasgow University
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Introduction

The first RCN research guidance, Ethics Related to Research
in Nursing, was published in 1977 when nursing research
in the UK was in its infancy. It was not until 16 years later
that this first edition was updated (RCN, 1993). During
those years, research became a recognised and accepted
part of professional nursing practice, in part due to the in-
creased number of nurses who achieved graduate status
in the 1980s and provided the foundation for the develop-
ment of nursing research in the 1990s. The years since 1993
have seen nursing become fully integrated into the aca-
demic community and, while research has always played
an important part in the activities of nurses in educational
settings, increasingly many clinical nurses incorporate an
element of research into their daily work. The fact that the
guidelinesneedtoberevisedoncemoreafteronlyfiveyears
is a testimony to the way in which nursing has faced up to
its new agenda and is prepared to be a full participant in
the research community.
This revision of the booklet has been carried out by the

EthicsSub-groupoftheRCNResearchSociety.Membership
of this group is listed in Appendix 4. Members were invited
to participate because of their known interest in this area.
Early drafts of the revised guidelines were then circulated
to a wider group of nurses for comment and appraisal and
changes made accordingly. These revised guidelines build
uponthestructureandwork thatwasdoneforpreviousedi-
tions and we would like to pay tribute to the work done by
our predecessors. Although the booklet has beenwritten to
address theneeds and concerns of nurseswhoare involved
in research, it may also be of interest to other researchers
who work with nurses.
In Part 1 of the booklet, the ethical principles underpin-

ning research have been updated to incorporate some of
the latest thinking on the application of ethics to research.
This work was largely that of Dr Paul Wainwright. In Part
2, three new sections have been added, reflecting the de-
veloping roles of nurses in research. These new sections
give guidance for nurses who commission research, those
who supervise research and those who utilise the find-
ings of research. The importance of local research ethics

committees and the newmulticentre research committees
is highlighted, and we have included a flow chart showing
the relationship between these two committees, because
nurses will increasingly be negotiating their way through
their procedures. Both these committees are particularly
concernedwith ‘informed consent’ andwe have produced
a detailed explanation of this term in Appendix 3.
Confusion often surrounds the difference between re-

search and audit but, from an ethical perspective, whether
or not a particular investigative project is research or audit
is often irrelevant, since the same ethical principles apply
to both. Thosewhowish to increase their knowledge about
the ethical issues and debates in research will find a short
bibliography of useful texts in Appendix 5.
Finally, I would like to thank everyone who has partic-

ipated in this revision of the guidelines. I hope that its
readers will find them useful and informative. The RCN
Research Society welcomes any comments, positive and
negative, andwewill take these intoaccountwhenwecarry
our next revision.

Dr Claire Hale
Chair of the Ethics Sub-group

1 The ethical principles underpinning research

It has been suggested that the aims of nursing research are
twofold (de Raeve 1996, p. 139):
� To understand what nursing is;
� To promote good nursing care and understand failures of
practice with the aim of rectifying the situation.
The ethical imperative underpinning these two aims

stems from the nature of the relationship between nurses
and their patients or clients, a relationship based on trust.
Patients and clients, who are by definition vulnerable and
in a relationship with health care professionals in which
there isan inherent imbalanceofpower in favourof thepro-
fessional, trust nurses to provide the best possible nursing
care based on up-to-date knowledge and research. Nurses,
like all health professionals, have no right to intervene
in the lives of those in their care, unless they have good
reason to think that their interventions will be helpful.
Nurses thus have an obligation to keep their knowledge
andpractice skills up to date by keeping abreast of the liter-
ature in their field. Thismay be achieved by developing the
ability to read the literature critically and make balanced

Note: the terms ‘nurses’ and ‘nursing’ are used collectively in this

booklet to refer to all branches of the nursing, midwifery and health

visiting professions.
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judgments about the quality and relevance of the work to
their practice. This ability requires an understanding of
research methods as well as technical knowledge.
Theprinciple of accountability demands that practition-

ers who adopt new practices do so not because some-
body else tells them to, but because they have formed their
own opinion, based on the available evidence, as to the
merit of a new procedure, dressing or drug. An equal, if
not greater, burden of trust and accountability also rests
on those nurses who conduct research and disseminate
their results, positive and negative, by publication in peer-
reviewed journals.
The ethical requirements of researchers can thus be con-

sidered under two broad headings. One concerns the qual-
ity of the research and the integrity and conscientiousness
of the researcher, and the other relates in particular to re-
search which involves humans as the subject of study.
Althoughresponsibility fordecisionsaboutpractice rests

with individual practitioners, those who read research re-
ports are entitled to place trust in the authors’ integrity.
Readers, whether practitioners, academics, or those who
act as referees for peer-reviewed publications, must use
their own skill and judgment to assess the quality of the
work. However, in the final analysis, the reader has little
option at present but to accept on trust the honesty and
integrity of the researchers and to assume that their ac-
count of their methods, presentation of data and acknowl-
edgment of any limitations in their study is complete and
accurate. It could thus be argued that, among the qualities
that make a good researcher, attributes such as honesty,
courage, diplomacy and conscientiousness are important.
The protection of human research participants, whether

healthy volunteers, patients, clients or members of staff, is
the main concern of this pamphlet. Subsequent sections
go into some detail about the practical steps to be taken by
researchers in this regard. The starting point, once again, is
the relationship of trust which researchers have with soci-
ety generally and with research participants in particular.
All research involving humans is carried out at some cost

to the participants. This cost may seem trivial, requiring
nomore than that participants give up a little of their time
to complete a simple questionnaire, or it may be consider-
able, involving time-consuming invasive procedures that
may carry real risks of harm to the participants. The use
of humans as research participants, with the consequent
costs and risks, is frequently justified by reference to what
might loosely be called utilitarianism. This means that,
while the participants may receive no direct benefit from
their involvement, the research is likely to produce longer
term gains from which many people will benefit. possi-
bly including at some future date the research participants

themselves, Suchanargument, fromwhatEvans andEvans
(1996) have called a colloquial and relaxed sense of utilitar-
ianism, may be appealing. However, Evans and Evans go
on to reject utilitarianism in the strict sense as a justifica-
tion for the use of humans in research studies, arguing that
human research participants should be seen as vulnera-
ble volunteers and that this is sufficient reason for think-
ing that they “need and deserve appropriate respect and
protection”.
It is thisvulnerabilityofhumanresearchparticipantsand

their need for respect and protection that form the ba-
sis for the ethical review of nursing research and against
which the desirability and acceptability of any research
must be weighed. There are many competing theoretical
approaches to ethics, such as deontology, consequen-
tialism, theories of rights, and virtue ethics, any and all of
which might provide the basis for justifying an approach
to nursing research. All have been the subject of an exten-
sive literature and it must be for individual researchers to
decide to which theoretical approach they would appeal
when considering their own research projects.
One approach which has received some attention in

health-care ethics in recent years, has been referred to as a
principle-based approach (Beauchamp & Childress 1994,
Edwards 1996). This attempts to identify some common
ground between the various theoretical approaches. The
four principles to which Beauchamp and Childress refer
are:
� Beneficence;
� Non-maleficence;
� Respect for autonomy;
� Justice.
Theseare all necessarily quitebroadconcepts, leaving con-
siderable scope for interpretation in their application. Al-
though such an approach has its limitations, it can serve
as a useful basis from which to consider the protection of
human participants in research and can provide a helpful
starting point for any discussion of research and the obli-
gations of researchers.

The principle-based approach

This section offers a brief outline of the principles intro-
duced above and their relevance for nursing research.

Beneficence

The principle of beneficence holds that we should try to do
good. As already suggested, there is a general assumption
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that theparticipationofnurses in research is importantand
necessary because of the obligation they have to give the
best possible care. It is partly from the generation of knowl-
edge gained through research that we can have confidence
that we understand the role of the nurse even while this
role is evolving. Nurses involved in research can therefore
be thought to have at least the potential to do good.
However, the benefit to a patient or client that results

from research ismost likely to become apparent only some
timeafter thecompletionandpublicationofthework,often
becauseof the time lagbetween the completionof even the
most clinically relevant research and its adoption in prac-
tice. Moreover, for many reasons, research may not lead
directly to changes in practice. This may be because, al-
though the work in question is basic research which in-
creases our knowledge and understanding, it is not always
immediately apparent how this knowledge can be applied
to practice, or it may be because the study did not pro-
duce a positive result, or that the work was carried out
as part of an educational programme for practitioners un-
dergoing research training. In this latter case, it is the im-
proved intellectual development andcritical andanalytical
skills of the nurse researcher, rather than the findings from
the research, that can be immediately applied in practice.
An important question in reviewing a proposed study or
reporting a completed study, will be to ascertain the ex-
tent of the potential for good to result and how this com-
pares with any financial and other costs to individuals and
organisations.

Non-maleficence

If one cannot always do good, or as much good as one
would hope, one can certainly try to avoid doing harm, as
the principle of non-maleficence requires. Some research
carries obvious risks of harm, whether through the exper-
imental testing of a new drug or operative procedure, or
through the exploration of emotionally sensitive material
with, for example, patients withmalignant disease. Clearly
such research does take place; many patients have died
in the course of the search for treatments for previously
untreatable conditions and much is known about the ex-
periences of patients suffering fromdistressing conditions,
and the nurses who care for them. If the notion of harm is
extended to a broader notion of cost, then many people
have given their time and energy and have allowed access
to their private thoughts and experiences in the course of
research. The point for the researcher is not that such costs
should never be incurred, but that any risk of harm or cost

to the patient must be in proportion to the likely benefits
from the research.

Respect for autonomy

The principle of autonomy holds that one of the charac-
teristics of personhood is the ability to make free choices
about oneself and one’s life – to be ‘self-governing’. This
principle is at theheart of thedoctrine of informedconsent
in health care and the tort of assault and battery in civil
law. As with any other intervention in, or restraint upon,
another’s life or freedom of action, researchers who wish
to conduct research using humans as ‘subjects’ must con-
sider and take steps necessary to safeguard the autonomy
of these ‘subjects’. Thus it is required that humans give free
and informed consent to taking part in research and there-
fore become not so much ‘subjects’ as ‘participants’. Free
in this context would mean that there was no duress or
coercion used to persuade people to take part in research
when they did not want to and that those who do agree
to take part retain the right to withdraw at any point dur-
ing the study. Refusal to take part in a research study, or a
decision to withdraw, must carry no threat of retribution;
patients and clients should be assured that the standard of
their treatment will not be affected, at that time or in the
future. Informedconsentmeans that thosewhoparticipate
in research studies give their consent while in possession
of all the relevant information necessary to allow them to
make a proper choice.
However, there are those who would argue that free and

informed consent is impossible to obtain as there will al-
ways be an imbalance of power and knowledge between
researcher and research participants. For example, un-
derstanding the methodological intricacies of a particular
study may require specialist knowledge, or the constraints
of the studymaymean that it is not possible to fully inform
potential participantswithout compromising the research.
The challenge for all researchers is to find ways to over-
come these difficulties and ensure that subjects are always
‘informed participants’.

Confidentiality

A further point which follows from the principle of auton-
omy concerns the right of the individual to control access
to information about themselves. We all have areas of our
lives that wewould prefer to keep private, but it is precisely
these aspects which may be the subject of many research



Manual for Research Ethics Committees 261

studies. We are used to divulging personal information,
in the context of a professional relationship with a nurse,
doctor, or solicitor, but such information is impartedon the
understanding that it will be shared only with those who
have a ‘need to know’ for professional purposes. This con-
trol over disclosure is an important consideration for the
researcher, who must ensure that, when research partici-
pants are offered anonymity or confidentiality, they really
are protected – if they cannot be, then the researcher must
ensure that participants have given consent to access and
are fully aware of the consequences.

Justice

Justice, in the sense used here, is about fairness. There is
much concern in the health-care system about the just
distribution of resources, so that people are treated fairly,
although it is worth noting that fairness does not always
mean equality. For example, fewpeoplewould suggest that
everyone should receive an equal amount of health care,
when in fact some of us require more than others. What is
important is that we are treated alike when the situation
demands and that people have equal access to appropri-
ate care. For the manager and policy maker, there may be
broad issues of resource distribution, in the sense that re-
sources spent on research cannot then be spent on other
activities, such as patient care. There will also be ques-
tions about the extent to which participation in research
studies results in some individuals receivingan inequitable
share of resources, such as preferential treatment. The re-
searcher who also has clinical or teaching responsibilities
might also be accused of injustice if he/she were to neg-
lect everyday activities and responsibilities in favour of
research.

Conclusions

The management, supervision, conduct and utilisation of
research raise many ethical issues for all involved. Those
who commission research, those who work in areas in
whichresearch isundertaken, thosewhodoresearch, those
whosupervise theprocessof researchand thosewhoutilise
thefindingsof researchallhave theresponsibility forensur-
ing that research in which they are involved is conducted
in ways that are ethically sound. It is not sufficient, for
example, to rely on the researcher or the research ethics
committee to ensure this. The research is more likely to be
designed, completed and used in an ethically sound way

if all nurses understand and have thought through the im-
plications of ethical principles which are relevant to nurs-
ing research. The identification of the values which guide
their actions and the relationship of these to ethical princi-
ples is a prerequisite. The specific issues thatmay confront
nurseswhose role in anywaybrings them into contactwith
research are discussed in more detail in the Part 2 of this
booklet.
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2 Ethical guidelines for nurses involved
in research

The principles outlined in Part 1 provide a useful frame-
work for understanding the ethical issues underpinning
research. However, nurses involved in research must also
abide by a large number of statutory ethical guidelines as
wellasprofessionalandmoralethicalcodes.Theguidelines
presented here are designed to help nurses ensure that re-
search, from the planning and commissioning stage to the
dissemination and utilisation of findings, is conducted in
an ethically acceptable way, consistent with current statu-
tory ethical guidelines.
Guidelines are provided for:

� Nurses undertaking research;
� Nurses in positions of authority where research is to be
carried out;

� Nurses practising in settings where research is being
undertaken;

� Nurses commissioning research;
� Nurses supervising research;
� Nurses utilising the findings of research.
These guidelines, while comprehensive, do not provide an
exhaustive list of all possible ethical implications of re-
search but are intended to give information which will
enable ethical research to be carried out and the find-
ings utilised. Suggestion for wider reading are given in
Appendix 5.
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Research ethics committees

In 1991, the Department of Health Circular HSG (91) 5 re-
quired eachhealth authority in England andWales1, 2 to set
up a local research ethics committee (LREC). These com-
mittees were given the authority to review and approve re-
searchproposals involvingpatients andhealthy volunteers
within theNHS.Thecommitteesarecomposedofamixture
of lay and professional members. Researchers are denied
access toNHSpatientswithout the approval of the relevant
LREC and all nursing research proposals which involve or
affect patients and/or healthy volunteers (including some
projectswhichmaybe ‘classed’ as audit) shouldbe submit-
ted to the LREC.
In 1997, the Department of Health Circular HSG (97)233

authorised the setting up of multicentre research ethics
committees (MRECs). These will be responsible for con-
sidering research which is to be conducted across five or
more LREC geographical boundaries. Information about
LRECs and MRECs can be obtained from health authority
offices or regionalNHS executive R&Doffices. Theworking
relationshipbetweenLRECsandMRECs is described in the
flow chart in Appendix 2.

Guidelines for nurses undertaking research

Nurses undertake research in a number of capacities. This
maybeasprincipal investigatoronaproject theyhavebeen
commissioned to carry out, as research student for an aca-
demic qualification, or as amember of a research team. All
nurses involved in research should adhere to the following
guidelines.

Integrity of the researcher

1 All nurses involved in research must possess relevant
knowledge and skills, compatiblewith their involvement
in the proposed investigation. Researchers must recog-
nise the nature and limits of their research competence
and should not accept or try to undertake work which
they are not equipped to carry out.

2 Nurses who are learning to do research should work
under the guidance and supervision of an experienced

1 For Scotland, NHS Circ 1992(Gen)3.
2 Forcurrentprocedures inNorthern Irelandcontact the Information

andResearch Policy Branch,Dept ofHealth and Social Services, Belfast.
3 For Scotland, NHSMEL(1997)8.

researcher. This is a minimum requirement to safeguard
the well-being of research participants and to maintain
professional credibility.

3 Researchers have a responsibility to recognise andmake
known to sponsors, supervisors or commissioners of re-
search any relevant personal prejudices, biases or con-
flicts of interest which may influence the investigation.

4 Researchers should ensure that ethical implications aris-
ing from the research are identified in their written plan
of the proposed study, that ethical approval is obtained
where appropriate and that all members of the research
teamare aware of these and of the general importance of
ethical standards in research.

5 Researchers working in any setting must assure them-
selves that the arrangements for data management,
storage, retrieval and ownership are constructed so as
to protect participant confidentiality and avoid intro-
ducing bias into the data set. This includes collect-
ing data according to a stated protocol, identifying and
minimisingpotential sourcesofbias, recordingdata cod-
ing and analysis decisions, ensuring that data are re-
ported accurately and that, if an error is discovered,
it is corrected and made public. Principal investigators
shouldbe aware of their team’s responsibilities under the
Data Protection Act (1984) and, from October 1998, the
Council of the European Union Directive on Data Pro-
tection (1995).

6 Nurseswhoareprincipal investigatorsshouldensurethat
an audit trail is kept for independent inspection if neces-
sary. This includes keeping primary data, field notes and
an account of the basis on which decisions were made.
Thismakes the entire process open, defensible and justi-
fiable and could lead to an increase in the reliability and
validity of the data collected.

7 Nurses who are principal investigators should ensure
that the project team prospectively determines the
responsibilities, obligations, degree of involvement and
role of each member. The establishment of an advisory
group for the project is recommended.

8 Researchershave a responsibility to indicate in their final
report anyways inwhich their involvement, interactions
or interventionsmayhaveaffected theparticipants in the
study and, in turn, the validity of the data, or resulted in
limitations in the research.

9 Researchers have a responsibility to publish, or other-
wise make available, the results of their research. This
includes information aboutmethods and research tools,
all relevant data (including negative findings), any lim-
itations of the research, and the extent to which results
obtained can be generalised. These findings should be
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disseminated, if appropriate, locally, regionally, na-
tionally and internationally. Ideally, such publications
should be independently peer-reviewed to assure their
quality.

10 Prior to publication of the research findings, it is the
responsibility of the grant holder or principal investi-
gator to ensure that consensus about the nature of the
material to be published is reached by members of the
research team and other stakeholders.

11 Formalagreement shouldbeobtainedbeforenamesare
cited and copyright regulations should be strictly fol-
lowed in relation to theuseofquotations and references
to published works.

12 Authors of research publications should be defined as
the persons making a substantial contribution to the
published work, including responsibility for:

(a) Conception and design, or analysis and interpreta-
tion of the data;

(b) Drafting the article or revising it critically for impor-
tant intellectual content;

(c) Final approval of the version to be published.
These three conditionsmust all bemet. Acknowl-

edgment should be made of the contribution of
others to any research study but these should not
be deemed authors. Each author should have par-
ticipated sufficiently in the work to take public
responsibility for the content. The order of author-
ship should be a joint decision of the co-authors4.

13 Nurses working as researchers on multidisciplinary re-
search projects should receive proper recognition and
acknowledgment for their contribution.

14 Researchers should take every available opportunity to
promote the appropriate use of their research findings
and should not ignore any apparent misuse.

Responsibility to research participants

1 Before undertaking any research, the researcher must
be satisfied that the knowledge which is being sought is
not already available and could not be acquired equally
well by other means. A comprehensive literature re-
view should have been carried out. However, replication

4 These authorship guidelines are based on those of the Interna-

tional Committee of Medical Journal Editors. Uniform requirements

of manuscripts submitted to biomedical journals (Br Med J 1991, 302:

338–41). However, ‘authorship’ is frequently the subject of debate and,

in case of doubt, researchers should always check with specific journal

editors.

studies are sometimesnecessary to test for generalisabil-
ity and these may add to knowledge in the area being
researched.

2 In all studies where NHS patients or clients are to be
involved, the approval of the LREC is necessary prior
to commencing the research. When the research is be-
ing carried out in more than five LREC areas, approval
must be sought first from the appropriate MREC. Any
amendments to a study protocol after permission has
been granted should be submitted to the committee for
approval. The MREC and/or LREC should be informed
of any serious adverse events or deaths occurring in
participants as a consequence of their involvement and
shouldalsobe informedofanyproblemsofanethicalna-
ture which occur during the data collection. The MREC
and/or LRECshouldbenotifiedwhenany research study
that they have approved is completed. Research on hu-
mans outside the NHS should, wherever possible, be re-
ferred for independent ethical review, for example to a
university or departmental ethics committee where pos-
sible. Where research studies involve NHS staff as re-
search participants, local NHS policy regarding ethical
approval should be followed.

3 In research which involves human participants, there
must be identifiable safeguards for their protection
against physical, mental, emotional and social harm. If
there is any foreseeable possibility of physical discom-
fort or emotional distress, then participants should be
forewarned in order to take this into account when con-
sidering consent for their involvement.

4 It is the responsibility of the principal investigator to en-
sure that appropriate insurance indemnity has been ob-
tained for the study, not only for participants but also for
all personnel involved. It is also important to ensure that
all teammembers are awareof andunderstand the terms
of the indemnity.

5 Researchers are responsible for obtaining freely given
and informed consent from each individual who is to
be a participant in a study or personally involved in
some otherway in the research. This requires that the re-
searcher explain as fully as possible, and in termsmean-
ingful to each prospective participant, the nature and
purpose of the study, how and why he/she was selected
and invited to take part, what is required of participants
and who is undertaking and financing the investigation.
This information should be provided in written form at
all times and the participant’s written consent must be
recorded. Ideally, the individual should be allowed time
to consider taking part in the study and to discuss this
with family and friends before making a decision (for
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exceptions, seeGuidelines 7 and 8below). (SeeAppendix
3 for discussion of informed consent.)

6 In seeking voluntary informed consent, the researcher
must emphasise that subjects have the absolute right to
refuse to participate or towithdraw from the study at any
timewithout thequalityof their careorother rightsbeing
affected in any way. The rights of refusal and withdrawal
must be respected by researchers.

7 Where individuals are incapable of giving informed con-
sent (for example, if they are unconscious or unable to
reason because of age or infirmity), in some cases it may
be appropriate to seek consent by proxy (this is some-
times referred to as ‘assent’). This may be given by an
advocate who is concerned with the welfare of that indi-
vidual, for example a parent or guardian. In addition, the
consent of a child over seven years of age should usually
be sought directly from the child. As a general principle,
peoplewhoarementally impaired or have a learningdis-
ability should not be participants in a research study if
the research could equally be carried out onother adults.
However, if the research is associated with their disabil-
ity, they may be the most appropriate participants to be
involved in the study, in which case those unable to give
consent should only be involved in research into their
condition and then usually only if there is direct thera-
peutic value to them.

8 In research studies involving patients who have an acute
life-threatening condition (for example, acutely ill car-
diac patients) it may be impossible to obtain consent
prior to entry into a study. When gaining permission
for such studies from the LREC/MREC, procedures for
informing the patient or patient’s family should be ap-
proved by the committee, which will normally expect
that the individual’s consent be obtained retrospectively
if possible.

9 Researchers should be aware that personal health infor-
mation, such as is held in medical records and nurs-
ing notes, is confidential; permission, consent and eth-
ical approval are therefore required for its use in re-
search. However, if a large number of records are in-
volved it is not always possible or practical to seek
the consent of each and every patient or client. In
these cases consent for the transfer of information from
records should be sought from the ‘custodian of the
record’ who in most cases will be the doctor currently

5 For further guidance in this matter refer to the current ICH

Harmonised Tripartite Guideline for Good Clinical Practice and the

European Commission draft directive COM(97)369.
6 Royal College of Physicians (1996) Guidelines on the Practice of

EthicsCommittees inMedicalResearch InvolvingHumanSubjects. Royal

College of Physicians, London.

responsible for the patient’s or client’s care. Where pos-
sible and practical it is always good practice to ob-
tain the consent from the individual patient or client.
Some NHS trusts now give patients a document telling
them that information recorded in their medical notes
may be entered in computer files and used, in confi-
dence, for medical purposes other than their imme-
diate care, including research. In cases of uncertainty
researchers should seek the advice of the LREC/MREC
in advance.

10 If a research study involves the use of information,
materials or specimens gathered for another purpose,
separate consentmust be obtained even if consent was
obtained for the original use of the information, mate-
rial or specimen. The exception to this is information
which may be regarded as being within the ownership
of an institution, such as information used for audit.

11 The nature of any promises of confidentiality or restric-
tion on the use of data must be made clear to the re-
search participants and subsequently strictly adhered
to by the researcher and research team. This obliga-
tion continues through to thedisseminationof research
findings.

12 To safeguard the welfare of participants in research sit-
uations, researchers must decide at what point ethical
requirements necessitate an intervention in order to
maintain the safety of the patient or client, whatever
the consequences for the research. This could include
abandoning data collection in that area if the incident
would influence data collected subsequently.

13 The researcher should be alert for and address any ir-
regularities inpatient compliancewhichmayvitiate the
findings from the research study (for example, patients
reporting that they have takenmedication when in fact
they have not).

Relations with sponsors, employers and colleagues

1 Researchers should not undertake work beyond their
competence and have an obligation to make this clear
to employers and sponsors.

2 Researchers should decline requests to undertake re-
search if resources (finance, time, personnel or equip-
ment) are insufficient for the achievement of the
research aims.

3 Researchers must make clear to sponsors, employers
and colleagues that the research does not necessarily
guarantee solutions to problems, and should make ex-
plicit the limitations and benefits that may arise as a
result of the proposed research.
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4 The terms and conditions underwhich the research is to
be carried out should be negotiated, documented and
signed by the appropriate people so as to avoid later
problems arising from misunderstandings or misgiv-
ings. A copy of the signed document should be keptwith
the study documentation and a copy sent to the con-
tracting sponsor.

5 When the researcher is a member of staff of the organi-
sation funding the research, it is important to clarify in
advance the researcher’s responsibilities within the or-
ganisation, howmuchautonomyhe/shehas, the linesof
communication and themeans of settling anyproblems
or conflicts of interest which may arise. The setting up
of an independent advisory group is advisable in these
circumstances.
6 Researchers have a responsibility to be fully conversant
with the terms and conditions attached to any grant
awarded to support their research, and to recognise any
consequent constraints on their activity or autonomy.
Grant holders are responsible for the expenditure of the
funds andmust ensure that they can justify the way the
funds are used. Proper financial records must be kept.

7 Researchers have a responsibility to notify and obtain
approval from sponsors and/or employers of any pro-
poseddeparture fromtheplanof investigationandcon-
ditions agreed at the outset.

8 Whether or not the aims of the research are achieved,
the researcher has an obligation to provide the sponsor
and/or employer and colleagues with a report on com-
pletion of the study. Sponsors and/or employers may
request interimreports andmayexercise the right to see
thefinal reportbefore its releaseandpublication.Before
accepting a research contract, the researcher should
clarify any possible restrictions that may be placed by
the sponsor and/or employer on the publication of
findings.

9 Nurseswhohave a research role in a clinical area should
seek clarification about the division between their re-
search role and their professional obligations. It is un-
likely that a nurse in a research role will have respon-
sibility for the service, care, treatment or advice given
to patients or clients other than that which is stipulated
within the design of the research. Any intervention by
the nurse in a professional capacity, other than that re-
quired by the study protocol, should therefore be con-
fined to situations in which a patient or client requires
to be protected or rescued from danger.

10 In a research project which is experimental in design,
or which involves a new or altered form of practice,
agreementmust be reached in advance with those who
are directly responsible for patient care and/or service

provision, concerning the requirements for the research
intervention, the process of its implementation and the
respective responsibilities of the researcher and service
staff.

11 A patient or client’s involvement in a research project
usually requires the prior permission of the medical
consultant or general practitioner responsible for that
individual’s medical care. Even if permission is not re-
quired, the researcher should ensure that,where appro-
priate, the general practitioner or medical consultant
concerned is aware of the individual’s involvement in
the study. Sometimes this may involve obtaining per-
mission from the individual patient or client before in-
forming the general practitioner ormedical consultant.
In some research studies, an individual’s refusal to al-
low his/her general practitioner or medical consultant
to be informed of his/her involvement would lead to
that individual being excluded fromparticipation in the
study.

Guidelines for nurses in positions of authority where
research may be carried out

The following guidelines are intended for nurses who have
amanagerial or professional responsibility for staff and/or
patients inclinical areaswhere researchmaybecarriedout.
1 Nurses with the authority to sanction research within
units or organisations for which they are responsible
must satisfy themselves that:

(a) The research is worthwhile, achievable and ethical
and, taking account of service demands, is a feasible
proposition. In reaching these decisions, the advice
of an independent experienced researcher and/or a
research committee is likely to be valuable;

(b) There is a rigorous procedure bywhich voluntary in-
formed consent will be obtained from participants.
Particular attention should be given to situations in
which theparticipantsmaybe inaspecialorvulnera-
ble relationship to the investigator (for example, stu-
dents participating in a project where their teacher
is the investigator);

(c) Clinical staff are in agreement with the granting of
access and understand the implications of this;

(d) Clinical staff are not expected to carry out research
activities beyond their competence without appro-
priate training;

(e) The interests of patients and clients are not compro-
mised by the demands of the research, taking into
account the manager’s responsibility to facilitate re-
search wherever possible.
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2 Nurses employingormanaging a researchworker should
ensure that theperson employedhas thenecessary com-
petences (or is prepared to be supervised while gaining
them) to carry out the work. Nurses in a position of au-
thority must also respect a researcher’s right to refuse
to undertake a project because he/she considers that
it is beyond his/her competence, that it is is not feasi-
ble within the resources or timescale available, or that
it involves practices to which the individual objects on
grounds of conscience.

3 Anypromisesofanonymityorconfidentialitygivento the
participants by the researcher must be respected by the
relevant nurse manager. No attempt should be made to
probe data or results in order to identify any individual,
instance or place which has been concealed deliberately
by the researcher.

4 Nursemanagerswho agree to a research study being car-
ried out should do their best to ensure that, whatever
the findings, the results are published and disseminated,
critically appraised and appropriately used.

5 Research data or findingsmust not be used for purposes
of disciplinary proceedings in connection with individ-
uals’ involvement in the study, the exception being in-
stances of gross misconduct or fraud that require action
to be taken.

Guidelines for nurses practising where research is
undertaken

Thehigherprofileof researchactivity in theNHShasmeant
that increased numbers of nurses are working in areas
whereresearchisbeingcarriedoutbymanydifferenthealth
professionals. The following guidelines are intended for
clinicalnursespractising insettingswhereresearch isbeing
undertaken by other people.

Responsibilities as practitioners

1 In the course of their normal work, nurses may be
involved in research studies. This involvement may
comprise:
� Caring for patients who are participants in a study;
� Actingaswitness that informedconsenthasbeengiven
by the patient/client or his/her representative (see also
‘Responsibility to research participants’, Guideline 5,
page 15, and Appendix 3);

� Collecting data for the research study;
� Carrying out procedures or activities which are the
topic of research.

This involvement in research carries with it two major
responsibilities – to ensure that informed consent has
been given and to be satisfied that the research is being
conducted inanethicallyacceptableway.Tocomplywith
these responsibilities the nurse should always:

(a) Check the content of any information sheet to ensure
that it contains relevant and accurate information;

(b) Check that a patient (and/or the patient’s relative or
guardian) who is involved in a research study under-
stands the aims of the study, the degree of involve-
ment expected (for example, documentation tokeep,
medication to take, tests to be carried out) and that
he/she can withdraw at any time without detriment
to present or future care;

(c) Know from whom further information can be ob-
tained;

(d) Understand the nature of his/her own involvement,
if any, in the research study.

2 A primary or named nurse has a responsibility to be sat-
isfied that studies involving patients in his/her care are
being conducted in an ethically acceptable way. In prac-
tice, this might mean that the nurse obtains confirma-
tion that the study has LREC approval. In the event of
the nurse considering the research to be unethical or to
be having any unnecessary adverse effect on subjects
or on the service, the nurse concerned should convey
his/her anxieties to the researcher and/or to the appro-
priate person in authority (his/her line manager). Con-
cerns can also be directed to the chairperson of the
LREC.

Responsibilities as data collectors

1 Nurses asked to participate in research as data collectors
in addition to their usual duties have an obligation to
make it known if this extra responsibilitymight be, or has
become, detrimental to their normal work.

2 Nurses agreeing to assist with data collection must
adhere to the ethical principles incumbent on all re-
searchers. Integrity and accuracy are essential require-
ments of anyone involved in data collection.

3 Nursesactingasdatacollectorsmust recognise the impli-
cationsof thisdual role and, inparticular, thosewhich re-
late toconfidentialityofdata. Informationaboutresearch
participants, which is confidential to them as nurses,
shouldnot bemadeavailable to the research teamunless
agreed as part of the approved research plan. Likewise,
data collected for research purposes are confidential to
the research team and should not be used by the nurse
in the course of his/her normal work, or for any other
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purpose, without permission of the principal investiga-
tor, who in turn requires the consent of the research
participant.

4 Nurses invited toparticipate in research studiesmust en-
sure that they are competent to carry out the required
procedures.

5 Nurses invitedtoparticipate inresearchtrialsofcommer-
cial products must satisfy themselves that the research
design is sound and that the study is based on ethical
principles. If these trials involvepatients or clientswithin
the NHS then, as with all such studies, they should be
approved by the LREC/MREC. In participating in com-
mercially sponsored research, nurses should avoid any
association with the advertisement or promotion of a
particular product and should be aware of and adhere
to any workplace guidelines on this subject.

Guidelines for nurses commissioning research

With the increased profile being given to evidence-based
practice and the changes in research funding in the NHS,
nurses in executive positions may now wish to commis-
sion research studies. The following guidelines have been
designed to help with this process.
1 Nurseswith the authority to commission researchwithin
the units or organisations for which they are responsible
must satisfy themselves that the research is worthwhile,
achievable and ethical. In reaching these decisions, the
nurse may wish to invite a reputable organisation to or-
ganise/manage the commissioning process on his/her
organisation’s behalf.

2 Nurses who are in a position to manage their own com-
missioning process should ensure that the procedures
are fair and transparent.

3 Nurses commissioning research or employing a research
worker must respect the researcher’s right to refuse to
undertake a project which, in the researcher’s opinion,
is beyond their research competence or is not feasible
within the resources or timescale available.

4 Nurses commissioning research should satisfy them-
selves that, in accordance with the above guidelines for
nurses undertaking research, there is a sound procedure
by which voluntary informed consent will be obtained
from subjects. Particular attention should be given to
situations in which the subjects may be in a special or
vulnerable relationship to the investigator (for example,
students participating in a research project where their
teacher is the investigator).

5 A nurse who has commissioned a study must respect
any promises of anonymity or confidentiality given to

the participants by the researcher. No attempt should be
made to probe data or results in order to identify any
individual, instance or place which has been concealed
deliberately by the researcher.

6 Nurses who commission a research study should en-
sure that the results of the work are critically appraised,
disseminated and appropriately used, whatever the
findings.

Guidelines for nurses supervising research

The increased educational opportunities which have been
available to nurses over recent years have meant that
many now have research skills and are in a position to
supervise less experienced researchers. These guidelines
are designed for nurses who work in educational or ser-
vice organisations and who may be required to supervise
research.
1 Nurses supervising research and those they supervise
should agree guidelines for their relationship at the start
of the project. The nature of these guidelineswill depend
on several factors, including the time commitment of the
supervisor, the experience of the researcher andwhether
or not the project forms part of an academic award. This
can avoid later problems arising from misunderstand-
ings andmisgivings.

2 Nurses supervising research should be aware of the ethi-
cal principlesunderpinning researchand shouldprovide
guidance to ensure that those they supervise are also
aware of these.

3 Nurses supervising research must ensure that all the re-
searchers for whom they are responsible are aware of,
understand and abide by the guidelines for the ‘Integrity
of the researcher’ outlined in this booklet (page 10) and
‘Responsibility for research participants’ (page 12).

4 Nurses supervising research should help those conduc-
ting the research to articulate the ethical issues arising
from their project and provide guidance as to how these
can be addressed.

5 Nurses supervising research should ensure that the re-
searchproposal is inanacceptable format forsubmission
to any internal and external committees.

6 Nurses supervising research should ensure that the re-
searchproposalhasbeenapprovedbyall theappropriate
university or service committees prior to the start of the
project.

7 When a project involves patients and clients within the
NHS, nurses supervising the research should ensure that
the researcher has obtained ethical approval from the
appropriate LREC/MRECprior to the start of the project.
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8 Nurses supervising research should abide by the guide-
lines for ‘Integrity of the researcher’ outlined in this
booklet (page 262) and should not exploit their relation-
ship with researchers under their supervision.

9 Nurses supervising research should provide training,
mentorship and fair and constructive appraisal of the
researcher’s performance. This should include the allo-
cation of sufficient time for the supervisory process.

Guidelines for nurses utilising research findings

The increased emphasis on clinical effectiveness and
evidence-basedpracticehasmeant thatnursesshouldbase
their practice and teaching on sound research evidence
where available, introducing change where necessary. The
following guidelines should be observed.
1 Nurses need to be equipped to appraise the scientific
value of this evidence, because it is unethical to imple-
ment the findings of research the validity of which is
questionable. Nurses who do not as yet have the skills
of critical appraisal should ensure that any research

findings that they wish to incorporate into their practice
have been appraised by suitably skilled colleagues.

2 From an ethical perspective, when carrying out critical
appraisals, nurses should pay particular attention to the
following:
(a) The competence of the researchers;
(b) The funding body;
(c) That the study has had ethical approval from an ap-
propriate body;

(d) That sufficient information is available about the
methods of the study to make judgements about its
scientific value.

3 When considering implementing changes in practice
which are based on research findings, nurses should:
(a) Be aware of the financial implications and any effect
that these may have on available resources;

(b) Be alert to any possibility that the care of other pa-
tients or clients might be compromised by the im-
plementation of the changes.

4 Nurses should be aware that it is unethical to be carrying
out practices when substantial evidence exists confirm-
ing that these practices are detrimental to patient care.
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Ethical principles for conducting research
with human participants

The British Psychological Society

Introduction to the revised principles

The Standing Committee on Ethics in Research with
Human Participants has now completed its revision of
the Ethical Principles for Research with Human Subjects
(British Psychological Society, 1978). The new ‘Ethical Prin-
ciples for Conducting Research with Human Participants’
(q.v.) have been approved by the Council.

The Standing Committee wishes to highlight some of
the issues that concerned it during the drawing up of the
Principles published below. In the forefront of its con-
siderations was the recognition that psychologists owe a
debt to those who agree to take part in their studies and
that people who are willing to give up their time, even
for remuneration, should be able to expect to be treated
with the highest standards of consideration and respect.
This is reflected in the change from the term ‘subjects’ to
‘participants’. To psychologists brought up on the jargon
of their profession the term ‘subject’ is not derogatory.
However, to someone who has not had that experience
of psychological research it is a term which can seem
impersonal.

Deception

The issue of deception caused the Committee considerable
problems. To many outside the psychology profession, and
to some within it, the idea of deceiving the participants
in one’s research is seen as quite inappropriate. At best,
the experience of deception in psychological research

c© The British Psychological Society.

can make the recipients cynical about the activities and
attitudes of psychologists. However, since there are very
many psychological processes that are modifiable by
individuals if they are aware that they are being studied,
the statement of the research hypothesis in advance of
the collection of data would make much psychological
research impossible. The Committee noted that there is a
distinction between withholding some of the details of the
hypothesis under test and deliberately falsely informing
the participants of the purpose of the research, especially
if the information given implied a more benign topic of
study than was in fact the case. While the Committee
wishes to urge all psychologists to seek to supply as full in-
formation as possible to those taking part in their research,
it concluded that the central principle was the reaction of
participants when deception was revealed. If this led to
discomfort, anger or objections from the participants then
the deception was inappropriate. The Committee hopes
that such a principle protects the dignity of the partici-
pants while allowing valuable psychological research to be
conducted.

Debriefing

Following the research, especially where any deception or
withholding of information had taken place, the Commit-
tee wished to emphasise the importance of appropriate
debriefing. In some circumstances, the verbal description
of the nature of the investigation would not be sufficient to
eliminate all possibility of harmful after-effects. For exam-
ple, an experiment in which negative mood was induced
requires the induction of a happy mood state before the
participant leaves the experimental setting.
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Risk

Another area of concern for the Committee was the pro-
tection of participants from undue risk in psychological
research. Since this was an area in which the Principles
might be looked to during an investigation following a
complaint against a researcher, the Committee was con-
cerned to seek a definition that protected the participants
in the research without making important research impos-
sible. Risks attend us every moment in life, and to say that
research should involve no risks would be inappropriate.
However, the important principle seemed to be that when
participants entered upon a psychological investigation
they should not, in so doing, be increasing the probabi-
lity that they would come to any form of harm. Thus, the
definition of undue risk was based upon the risks that indi-
viduals run in their normal lifestyle. This definition makes
possible research upon individuals who lead a risk-taking
or risk-seeking life (e.g. mountaineers, cave divers), so long
as the individuals are not induced to take risks that are
greater than those that they would normally encounter in
their life outside the research.

Implementation

The Council of the Society approved the Principles at its
meeting in February 1990. There followed a two-year pe-
riod during which the new Principles were provisionally in
operation. In Spring 1992 the Council reviewed the Princi-
ples, in the light of experience of their operation. During
this period researchers were unable to identify problems in
the working of the Principles. Following minor amendment
the Principles were formally adopted in October 1992.

The Council urges all research psychologists to ensure
that they abide by these Principles, which supplement the
Society’s Code of Conduct (q.v.) and thus violation of them
could form the basis of disciplinary action. It is essential
that all members of the psychological profession abide by
the Principles if psychologists are to continue to retain the
privilege of testing human participants in their research.
Psychologists have legal as well as moral responsibilities
for those who help them in their study, and the long-term
reputation of the discipline depends largely upon the ex-
perience of those who encounter it first-hand during psy-
chological investigations.



Ethical principles for conducting research with
human participants

1 Introduction

1.1 The principles given below are intended to apply to
research with human participants. Principles of conduct in
professional practice are to be found in the Society’s Code
of Conduct and in the advisory documents prepared by the
Divisions, Sections and Special Groups of the Society.

1.2 Participants in psychological research should have
confidence in the investigators. Good psychological re-
search is possible only if there is mutual respect and confi-
dence between investigators and participants. Psycholog-
ical investigators are potentially interested in all aspects
of human behaviour and conscious experience. However,
for ethical reasons, some areas of human experience and
behaviour may be beyond the reach of experiment, obser-
vation or other form of psychological investigation. Ethi-
cal guidelines are necessary to clarify the conditions under
which psychological research is acceptable.

1.3 The principles given below supplement for researchers
with human participants the general ethical principles of
members of the Society as stated in The British Psycho-
logical Society’s Code of Conduct (q.v.). Members of The
British Psychological Society are expected to abide by both
the Code of Conduct and the fuller principles expressed
here. Members should also draw the principles to the at-
tention of research colleagues who are not members of the
Society. Members should encourage colleagues to adopt
them and ensure that they are followed by all researchers
whom they supervise (e.g. research assistants, postgradu-
ate, undergraduate, A-Level and GCSE students).

1.4 In recent years, there has been an increase in legal ac-
tions by members of the general public against profession-
als for alleged misconduct. Researchers must recognise the
possibility of such legal action if they infringe the rights and
dignity of participants in their research.

2 General

2.1 In all circumstances, investigators must consider the
ethical implications and psychological consequences for
the participants in their research. The essential principle
is that the investigation should be considered from the
standpoint of all participants; foreseeable threats to their

psychological well-being, health, values or dignity should
be eliminated. Investigators should recognise that, in our
multi-cultural and multi-ethnic society and where inves-
tigations involve individuals of different ages, gender and
social background, the investigators may not have suffi-
cient knowledge of the implications of any investigation for
the participants. It should be borne in mind that the best
judge of whether an investigation will cause offence may
be members of the population from which the participants
in the research are to be drawn.

3 Consent

3.1 Whenever possible, the investigator should inform all
participants of the objectives of the investigation. The in-
vestigator should inform the participants of all aspects
of the research or intervention that might reasonably be
expected to influence willingness to participate. The in-
vestigator should, normally, explain all other aspects of
the research or intervention about which the participants
enquire. Failure to make full disclosure prior to obtain-
ing informed consent requires additional safeguards to
protect the welfare and dignity of the participants (see
Section 4).

3.2 Research with children or with participants who have
impairments that will limit understanding and/or commu-
nication such that they are unable to give their real consent
requires special safe-guarding procedures.

3.3 Where possible, the real consent of children and of
adults with impairments in understanding or communi-
cation should be obtained. In addition, where research in-
volves any persons under 16 years of age, consent should be
obtained from parents or from those in loco parentis. If the
nature of the research precludes consent being obtained
from parents or permission being obtained from teachers,
before proceeding with the research, the investigator must
obtain approval from an Ethics Committee.

3.4 Where real consent cannot be obtained from adults
with impairments in understanding or communication,
wherever possible the investigator should consult a person
well-placed to appreciate the participant’s reaction, such
as a member of the person’s family, and must obtain the
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disinterested approval of the research from independent
advisors.

3.5 When research is being conducted with detained
persons, particular care should be taken over informed
consent, paying attention to the special circumstances
which may affect the person’s ability to give free informed
consent.

3.6 Investigators should realise that they are often in a po-
sition of authority or influence over participants who may
be their students, employees or clients. This relationship
must not be allowed to pressurise the participants to take
part in, or remain in, an investigation.

3.7 The payment of participants must not be used to in-
duce them to risk harm beyond that which they risk without
payment in their normal lifestyle.

3.8 If harm, unusual discomfort, or other negative con-
sequences for the individual’s future life might occur, the
investigator must obtain the disinterested approval of in-
dependent advisors, inform the participants, and obtain
informed, real consent from each of them.

3.9 In longitudinal research, consent may need to be
obtained on more than one occasion.

4 Deception

4.1 The withholding of information or the misleading of
participants is unacceptable if the participants are typically
likely to object or show unease once debriefed. Where this
is in any doubt, appropriate consultation must precede the
investigation. Consultation is best carried out with individ-
uals who share the social and cultural background of the
participants in the research, but the advice of ethics com-
mittees or experienced and disinterested colleagues may
be sufficient.

4.2 Intentional deception of the participants over the pur-
pose and general nature of the investigation should be
avoided whenever possible. Participants should never be
deliberately misled without extremely strong scientific or
medical justification. Even then there should be strict
controls and the disinterested approval of independent
advisors.

4.3 It may be impossible to study some psychological pro-
cesses without withholding information about the true ob-
ject of the study or deliberately misleading the participants.
Before conducting such a study, the investigator has a
special responsibility to
(a) determine that alternative procedures avoiding con-
cealment or deception are not available;

(b) ensure that the participants are provided with sufficient
information at the earliest stage; and
(c) consult appropriately upon the way that the with hold-
ing of information or deliberate deception will be received.

5 Debriefing

5.1 In studies where the participants are aware that they
have taken part in an investigation, when the data have
been collected, the investigator should provide the partic-
ipants with any necessary information to complete their
understanding of the nature of the research. The investiga-
tor should discuss with the participants their experience of
the research in order to monitor any unforeseen negative
effects or misconceptions.

5.2 Debriefingdoesnotprovideajustificationforunethical
aspects of any investigation.

5.3 Some effects which may be produced by an experiment
will not be negated by a verbal description following the
research. Investigators have a responsibility to ensure that
participants receive any necessary debriefing in the form of
active intervention before they leave the research setting.

6 Withdrawal from the investigation

6.1 At the onset of the investigation investigators should
make plain to participants their right to withdraw from the
research at any time, irrespective of whether or not pay-
ment or other inducement has been offered. It is recog-
nised that this may be difficult in certain observational or
organisational settings, but nevertheless the investigator
must attempt to ensure that participants (including chil-
dren) know of their right to withdraw. When testing chil-
dren, avoidance of the testing situation may be taken as
evidence of failure to consent to the procedure and should
be acknowledged.

6.2 In the light of experience of the investigation, or as a
result of debriefing, the participant has the right to with-
draw retrospectively any consent given, and to require that
their own data, including recordings, be destroyed.

7 Confidentiality

7.1 Subject to the requirements of legislation, including
the Data Protection Act, information obtained about a
participant during an investigation is confidential unless
otherwise agreed in advance. Investigators who are put un-
der pressure to disclose confidential information should
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draw this point to the attention of those exerting such
pressure.Participants inpsychological researchhavearight
to expect that information they provide will be treated
confidentially and, if published, will not be identifiable as
theirs. In the event that confidentiality and/or anonymity
cannot be guaranteed, the participant must be warned of
this in advance of agreeing to participate.

8 Protection of participants

8.1 Investigators have a primary responsibility to protect
participants from physical and mental harm during the in-
vestigation. Normally, the risk of harm must be no greater
than in ordinary life, i.e. participants should not be exposed
to risks greater than or additional to those encountered
in their normal lifestyles. Where the risk of harm is greater
than in ordinary life the provisions of 3.8 should apply.
Participants must be asked about any factors in the proce-
dure that might create a risk, such as pre-existing medical
conditions, and must be advised of any special action they
should take to avoid risk.

8.2 Participants should be informed of procedures for con-
tacting the investigator within a reasonable time period
following participation should stress, potential harm, or re-
lated questions or concern arise despite the precautions re-
quired by the Principles. Where research procedures might
result in undesirable consequences for participants, the in-
vestigator has the responsibility to detect and remove or
correct these consequences.

8.3 Where research may involve behaviour or experiences
that participants may regard as personal and private the
participants must be protected from stress by all appro-
priate measures, including the assurance that answers to
personal questions need not be given. There should be no
concealment or deception when seeking information that
might encroach on privacy.

8.4 In research involving children, great caution should be
exercised when discussing the results with parents, teach-
ers or others acting in loco parentis, since evaluative state-
ments may carry unintended weight.

9 Observational research

9.1 Studies based upon observation must respect the
privacy and psychological well-being of the individuals

studied. Unless those observed give their consent to be-
ing observed, observational research is only acceptable in
situations where those observed would expect to be ob-
servedbystrangers.Additionally,particularaccountshould
be taken of local cultural values and of the possibility of in-
truding upon the privacy of individuals who, even while in
a normally public space, may believe they are unobserved.

10 Giving advice

10.1 During research, an investigator may obtain evidence
of psychological or physical problems of which a partici-
pant is, apparently, unaware. In such a case, the investi-
gator has a responsibility to inform the participant if the
investigator believes that by not doing so the participant’s
future well-being may be endangered.

10.2 If, in the normal course of psychological research,
or as a result of problems detected as in 10.1, a partici-
pant solicits advice concerning educational, personality,
behavioural or health issues, caution should be exercised.
If the issue is serious and the investigator is not quali-
fied to offer assistance, the appropriate source of profes-
sional advice should be recommended. Further details on
the giving of advice will be found in the Society’s Code of
Conduct.

10.3 In some kinds of investigation the giving of advice is
appropriate if this forms an intrinsic part of the research
and has been agreed in advance.

11 Colleagues

11.1 Investigators share responsibility for the ethical treat-
ment of research participants with their collaborators,
assistants, students and employees. A psychologist who
believes that another psychologist or investigator may be
conducting research that is not in accordance with the
principles above should encourage that investigator to
re-evaluate the research.

These Guidelines are reproduced by permission of the British
Psychological Society and form part of its Code of Conduct
on research with human participants. The full Code of Con-
duct can be obtained from the Society or found on its website
at www.bps.org.uk
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Statement of Ethical Practice

British Sociological Association

Guidance notes

TheBritishSociologicalAssociationgratefullyacknowledges
the use made of the ethical codes produced by the American
Sociological Association, the Association of Social Anthro-
pologists of the Commonwealth and the Social Research
Association.

Styles of sociological work are diverse and subject to
change, not least because sociologists work within a wide
variety of settings. Sociologists, in carrying out their work,
inevitably face ethical, and sometimes legal, dilemmas
which arise out of competing obligations and conflicts of
interest. The following statement aims to alert the mem-
bers of the Association to issues that raise ethical concerns
and to indicate potential problems and conflicts of interest
thatmightarise in thecourseof theirprofessionalactivities.
While they are not exhaustive, the statement points to a set
of obligations to which members should normally adhere
as principles for guiding their conduct. Departures from
the principles should be the result of deliberation and not
ignorance. The strength of this statement and its binding
force rest ultimately on active discussion, reflection, and
continued use by sociologists. In addition, the statement
will help to communicate the professional position of so-
ciologists to others, especially those involved in or affected
by the activities of sociologists.

The statement is meant, primarily, to inform members’
ethical judgements rather than to impose on them an ex-
ternal set of standards. The purpose is to make mem-
bers aware of the ethical issues that may arise in their
work, and to encourage them to educate themselves and
their colleagues to behave ethically. The statement does

c© British Sociological Association.

not, therefore, provide a set of recipes for resolving ethical
choices or dilemmas, but recognises that often it will be
necessary to make such choices on the basis of principles
and values, and the (often conflicting) interests of those
involved.

Professional integrity

Members should strive to maintain the integrity of socio-
logical enquiry as a discipline, the freedom to research and
study, and to publish and promote the results of sociolog-
ical research. Members have a responsibility both to safe-
guard the proper interests of those involved in or affected
by their work, and to report their findings accurately
and truthfully. They need to consider the effects of their
involvements and the consequences of their work or its
misuse for those they study and other interested parties.

While recognising that training and skill are necessary to
theconductofsocial research,membersshouldthemselves
recognisetheboundariesof theirprofessionalcompetence.
They should not accept work of a kind that they are not
qualified to carry out. Members should satisfy themselves
that the research theyundertake isworthwhile and that the
techniquesproposedare appropriate. They shouldbe clear
about the limits of their detachment fromand involvement
in their areas of study.

Members should be careful not to claim an expertise
in areas outside those that would be recognised academ-
ically as their true fields of expertise. Particularly in their
relations with the media, members should have regard
for the reputation of the discipline and refrain from of-
fering expert commentaries in a form that would appear
to give credence to material which, as researchers, they
would regard as comprising inadequate or tendentious
evidence.

274
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Relations with and responsibilities towards research
participants

Sociologists, when they carry out research, enter into
personal and moral relationships with those they study,
be they individuals, households, social groups or corpo-
rate entities. Although sociologists, like other researchers
are committed to the advancement of knowledge, that goal
does not, of itself, provide an entitlement to override the
rights of others. Members must satisfy themselves that a
study is necessary for the furtherance of knowledge before
embarking upon it. Members should be aware that they
have some responsibility for theuse towhich their research
may be put. Discharging that responsibility may on occa-
sion be difficult, especially in situations of social conflict,
competing social interests or where there is unanticipated
misuse of the research by third parties.

1 Relationships with research participants

[a] Sociologists have a responsibility to ensure that the
physical, social and psychological well-being of re-
search participants is not adversely affected by the
research. They should strive to protect the rights of
those they study, their interests, sensitivities and pri-
vacy, while recognising the difficulty of balancing
potentially conflicting interests. Because sociologists
study the relatively powerless as well as those more
powerful than themselves, research relationships are
frequently characterised by disparities of power and
status. Despite this, research relationships should be
characterised, whenever possible, by trust. In some
cases, where the public interest dictates otherwise and
particularlywherepower isbeingabused,obligationsof
trust and protection may weigh less heavily. Neverthe-
less, these obligations should not be discarded lightly.

[b] As far as possible sociological research should be based
on the freely given informed consent of those studied.
This implies a responsibility on the sociologist to ex-
plain as fully as possible, and in terms meaningful to
participants, what the research is about, who is under-
taking and financing it, why it is being undertaken, and
how it is to be promoted.

(i) Research participants should be made aware of
their right to refuseparticipationwhenever and for
whatever reason they wish.

(ii) Research participants should understand how far
they will be afforded anonymity and confidential-
ity and should be able to reject the use of data-
gatheringdevices suchas tape recorders andvideo
cameras. Sociologists shouldbecareful, on theone

hand, not to give unrealistic guarantees of confi-
dentiality and, on theother, not topermit commu-
nication of research films or records to audiences
other thanthose towhichtheresearchparticipants
have agreed.

(iii) Where there is a likelihood thatdatamaybe shared
with other researchers, the potential uses towhich
the data might be put may need to be discussed
with research participants.

(iv) When making notes, filming or recording for re-
search purposes, sociologists should make clear
to research participants the purpose of the notes,
filming or recording, and, as precisely as possible,
to whom it will be communicated.

(v) It should also be borne in mind that in some re-
search contexts, especially those involving field
research, it may be necessary for the obtaining of
consent to be regarded, not as a once-and-for-all
prior event, but as a process, subject to renego-
tiation over time. In addition, particular care may
need tobe takenduringperiodsofprolongedfield-
work where it is easy for research participants to
forget that they are being studied.

(vi) In some situations access to a research setting is
gained via a ‘gatekeeper’. In these situationsmem-
bers should adhere to the principle of obtaining
informed consent directly from the research par-
ticipants to whom access is required, while at the
same time taking account of the gatekeepers’ in-
terest. Since the relationship between the research
participant and the gatekeepermay continue long
after the sociologist has left the research setting,
care should be taken not to disturb that relation-
ship unduly.

[c] It is incumbentuponmembers tobeawareof thepossi-
ble consequencesof theirwork.Whereverpossible they
shouldattempt toanticipate, and toguardagainst, con-
sequences for research participants which can be pre-
dicted to be harmful. Members are not absolved from
this responsibility by the consent given by research
participants.

[d] In many of its guises, social research intrudes into the
lives of those studied. While some participants in so-
ciological research may find the experience a positive
and welcome one, for others, the experience may be
disturbing. Even if not exposed to harm, those stud-
ied may feel wronged by aspects of the research pro-
cess. This can be particularly so if they perceive appar-
ent intrusions into their private and personal worlds,
or where research gives rise to false hopes, uncalled
for self-knowledge, or unnecessary anxiety. Members
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should consider carefully the possibility that the re-
search experience may be a disturbing one and, nor-
mally, shouldattempt tominimisedisturbance to those
participating in research. It should be borne in mind
that decisions made on the basis of research may have
effects on individuals as members of a group, even if
individual research participants are protected by con-
fidentiality and anonymity.

[e] Special care should be taken where research partici-
pants are particularly vulnerable by virtue of factors
such as age, social status and powerlessness.Where re-
searchparticipants are ill or too youngor tooold topar-
ticipate, proxiesmay need to be used in order to gather
data. In these situations care should be taken not to
intrude on the personal space of the person to whom
the data ultimately refer, or to disturb the relationship
between this person and the proxy. Where it can be
inferred that the person about whom data are sought
wouldobject to supplying certain kindsof information,
that material should not be sought from the proxy.

2 Covert Research

There are serious ethical dangers in the use of covert re-
search but covert methods may avoid certain problems.
For instance, difficulties arise when research participants
change their behaviour because they know they are being
studied. Researchers may also face problems when access
to spheres of social life is closed to social scientists by pow-
erfulor secretive interests.However, covertmethodsviolate
theprinciples of informed consent andmay invade thepri-
vacy of those being studied. Participant or non-participant
observation in non-public spaces or experimental manip-
ulation of research participants without their knowledge
should be resorted to only where it is impossible to use
othermethods to obtain essential data. In such studies it is
important to safeguard the anonymity of research partic-
ipants. Ideally, where informed consent has not been ob-
tainedprior to the research it should be obtainedpost-hoc.

3 Anonymity, privacy and confidentiality

[a] The anonymity and privacy of those who participate
in the research process should be respected. Personal
information concerning research participants should
be kept confidential. In some cases itmay be necessary
to decide whether it is proper or appropriate even to
record certain kinds of sensitive information.

[b] Where possible, threats to the confidentiality and
anonymityof researchdata shouldbeanticipatedbyre-
searchers. The identities and research records of those

participating in research should be kept confidential
whether or not an explicit pledge of confidentiality
has been given. Appropriatemeasures should be taken
to store research data in a secure manner. Members
should have regard to their obligations under the Data
Protection Act. Where appropriate and practicable,
methods for preserving the privacy of data should be
used. These may include the removal of identifiers,
the use of pseudonyms and other technical means for
breaking the link between data and identifiable indi-
viduals such as ‘broadbanding’ or micro-aggregation.
Members should also take care to prevent data being
published or released in a form which would permit
the actual or potential identification of research partic-
ipants. Potential informants and research participants,
especially thosepossessing a combinationof attributes
which make them readily identifiable, may need to be
reminded that it can be difficult to disguise their iden-
titywithout introducinganunacceptably largemeasure
of distortion into the data.

[c] Guarantees of confidentiality and anonymity given to
research participants must be honoured, unless there
are clear and overriding reasons to do otherwise. Other
people, such as colleagues, research staff or others,
given access to the data must also be made aware of
their obligations in this respect. By the same token,
sociologists should respect theefforts takenbyother re-
searchers to maintain anonymity. Research data given
in confidence do not enjoy legal privilege, that is they
may be liable to subpoena by a court. Research partic-
ipants may also need to bemade aware that it may not
be possible to avoid legal threats to the privacy of the
data.

[d] There may be less compelling grounds for extending
guaranteesofprivacyorconfidentiality topublicorgan-
isations, collectivities, governments, officials or agen-
cies than to individuals or small groups. Nevertheless,
where guarantees have been given they should be hon-
oured, unless there are clear and compelling reasons
not to do so.

4. During their researchmembersshouldavoid,where they
can, actionswhichmay have deleterious consequences for
sociologists who come after them or which might under-
mine the reputation of sociology as a discipline.

Relations with and responsibilities towards sponsors
and/or funders

A common interest exists between sponsor, funder and so-
ciologistas longas theaimof thesocial inquiry is toadvance
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knowledge, although such knowledge may only be of lim-
ited benefit to the sponsor and the funder. That relation-
ship is best served if the atmosphere is conducive to high
professional standards.Members shouldattempt toensure
that sponsors and/or funders appreciate the obligations
that sociologists have not only to them, but also to society
at large, research participants and professional colleagues
and the sociological community. The relationship between
sponsors or funders and social researchers should be such
as to enable social inquiry to be undertaken as objectively
as possible. Research should be undertaken with a view
to providing information or explanation rather than being
constrained to reach particular conclusions or prescribe
particular courses of action.

1 Clarifying obligations, roles and rights

[a] Members should clarify in advance the respective obli-
gationsof fundersandresearcherswherepossible inthe
form of a written contract. They should refer the spon-
sor or funder to the relevant parts of the professional
code to which they adhere. Members should also be
careful not to promise or imply acceptance of condi-
tions which are contrary to their professional ethics or
competing commitments. Where some or all of those
involved in the research are also acting as sponsors
and/or funders of research the potential for conflict
between the different roles and interests should also
be made clear to them.

[b] Members should also recognise their own general or
specificobligations to the sponsorswhether contractu-
allydefinedoronlythesubjectof informalandoftenun-
written agreements. They should be honest and candid
about theirqualificationsandexpertise, the limitations,
advantages and disadvantages of the various methods
of analysis anddata, and acknowledge the necessity for
discretionwithconfidential informationobtained from
sponsors. They should also try not to conceal factors
which are likely to affect satisfactory conditions or the
completion of a proposed research project or contract.

2 Pre-empting outcomes and negotiations about
research

[a] Membersshouldnotacceptcontractualconditionsthat
are contingent upon a particular outcome or set of
findings from a proposed inquiry. A conflict of obliga-
tions may also occur if the funder requires particular
methods to be used.

[b] Members should try to clarify, before signing the con-
tract, that they are entitled to be able to disclose the

source of their funds, its personnel, the aims of the in-
stitution, and the purposes of the project.

[c] Members should also try to clarify their right to publish
and spread the results of their research.

[d] Members have an obligation to ensure sponsors grasp
the implications of the choice between alternative re-
search methods.

3 Guarding privileged information and negotiating
problematic sponsorship

[a] Members are frequently furnishedwith information by
the funder who may legitimately require it to be kept
confidential. Methods and procedures that have been
utilised toproducepublisheddatashouldnot,however,
be kept confidential unless otherwise agreed.

[b] When negotiating sponsorships members should be
aware of the requirements of the law with respect to
the ownership of and rights of access to data.

[c] In some political, social and cultural contexts some
sources of funding and sponsorship may be con-
tentious. Candour and frankness about the source of
fundingmay create problemsof access or co-operation
for the social researcher but concealmentmay have se-
rious consequences for colleagues, the discipline and
researchparticipants. Theemphasis shouldbeonmax-
imum openness.

[d] Where sponsors and funders also act directly or indi-
rectly asgatekeepersandcontrol access toparticipants,
researchers should not devolve their responsibility to
protect the participants’ interests onto the gatekeeper.
Members should be wary of inadvertently disturbing
the relationship between participants and gatekeepers
since that will continue long after the researcher has
left.

4 Obligations to sponsors and/or funders during
the research process

[a] Members have a responsibility to notify the sponsor
and/or funder of any proposed departure from the
terms of reference of the proposed change in the na-
ture of the contracted research.

[b] A research study should not be undertaken on the
basis of resources known from the start to be inade-
quate, whether the work is of a sociological or inter-
disciplinary kind.

[c] When financial support or sponsorship has been ac-
cepted,membersmustmake every reasonable effort to
complete theproposedresearchonschedule, including
reports to the funding source.



278 Manual for Research Ethics Committees

[d] Members should be prepared to take comments from
sponsors or funders or research participants.

[e] Members should, wherever possible, spread their re-
search findings.

[f ] Members should normally avoid restrictions on their
freedom to publish or otherwise broadcast research
findings.

At its meeting in July 1994, the BSA Executive Committee
approved a set of Rules for the Conduct of Enquiries into
Complaints against BSAmembers under the auspices of this
Statement, and also under the auspices of the BSA Guide-
lines on Professional Conduct. If you would like more de-
tails about the Rules, you should contact the BSA Office

at the address/phone number given at the end of this
statement.

A P P R O V E D A G M 92; A M E N D E D A G M 93 (draft
amendments added December 1996).
bsamisc\ethgu2.doc

British Sociological Association
Units 3F/G, Mountjoy Research Centre, Stockton
Road, DurhamDH1 3UR [UK]
telephone +44 (0) 191 383 0839, facsimile
+44 (0) 191 383 0782
e-mail: britsoc@dial.pipex.com, Home page:
http://dspace.dial.pipex.com/britsoc/
The BSA is a charity registered in England, number 213577
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Human tissue and biological samples for use in research
Operational and Ethical Guidelines

Medical Research Council, 2001

Foreword

Several factors led the MRC to decide that there was a need
to develop guidance for researchers on ethical, legal and
management issues relating to the use of samples of hu-
man biological material for research. Technical advances,
for instance in the ability to extract genetic material, meant
that the potential to use old samples for research was in-
creasing. We were regularly being asked for advice on what
should happen to potentially useful sample collections
when a research team disbanded or a lead researcher re-
tired, and on what research would be permissible using
stored samples originally collected for another purpose.
Also it was clear that, following on from rapid developments
in knowledge of the human genome sequence, large num-
bers of well documented human DNA samples would be
essential for the research needed to translate this knowl-
edge into real benefits for public health and health care.

In view of widespread concern about informed consent,
confidentiality and ethical issues relating to genetic re-
search, we felt it was essential to establish the general prin-
ciples that could govern the use of all human biological
material in research, including DNA.

The use of human biological material is critical for medi-
cal research. Consequently, the public and research partic-
ipants should have confidence that researchers will handle
and use such material sensitively and responsibly. It is like-
wise important to the MRC to ensure that collections of hu-
man biological material can be used optimally for research
to benefit health. Since our responsibility as a public body
is to ensure that our funds are used wisely, we do not want
to fund the unnecessary collection of new material. Also,
it is unethical to ask people to donate new samples when
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the research questions could be addressed using existing
samples.

These guidelines were developed by a Working Group
that included members with expertise in law and ethics as
well as medical research. They, along with their interests,
are listed at the front of the document. Working drafts of the
guidelines were sent out for consultation to a wide range
of organisations and individual scientists with an interest
in the use of human material in research. Their comments
were taken into account in developing an interim version,
which was then published, together with a more detailed
report of the working group’s discussions, for wider public
consultation and input. Comments were received from Re-
search Ethics Committees, from researchers, patient and
consumer groups, and from the MRC’s Consumer Liaison
Group.

Safety and protection from potential biological hazards
are clearly important issues for researchers handling sam-
ples of human material, but were not within the remit of
the group and are not addressed in these guidelines.

The guidelines are intended to be short and easily read-
able: the aim is therefore to set out general principles that
can be applied in most situations rather than to cover every
possible eventuality. It became clear from the consultation
that views vary widely, and MRC will keep this guidance
under review in the light of ongoing public debates about
some of the key issues, and the work of the Human Genet-
ics Commission, the Nuffield Council on Bioethics and the
Council of Europe. This guide, as with other MRC ethics
guides, is available on MRC’s website at www.mrc.ac.uk,
and changes will be highlighted there as they arise.

Glossary

Anonymised samples or data have had any identifying
information removed, such that it is not possible for the

281
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researcher using them to identify the individual to whom
they relate. The term is used in these guidelines to re-
fer to both linked and unlinked anonymised data and
samples.
� Linked anonymised samples or data are fully anonymous

to the people who receive or use them (e.g. the research
team) but contain information or codes that would allow
others (e.g. the clinical team who collected them or an in-
dependent body entrusted with safekeeping of the code)
to link them back to identifiable individuals.

� Unlinked anonymised samples or data contain no infor-
mation that could reasonably be used by anyone to iden-
tify the individuals who donated them or to whom they
relate.

Coded samples or data have a coded identification to pro-
tect the confidentiality of the individual during routine use,
but it is possible for the user to break the code and thus
identify the individual from whom they were obtained.

Custodianship: Responsibility for safe keeping of samples
and control of their use and eventual disposal in accor-
dance with the terms of the consent given by the donor.
Custodianship implies some rights to decide how the sam-
ples are used and by whom, and also responsibility for safe-
guarding the interests of the donors.

Genetic research: Investigation of variation in the nuclear
or mitochondrial DNA that forms the genome of an in-
dividual and may be inherited from parent to child. This
may involve direct analysis of DNA or analysis of gene
products.

Genetic testing: Tests to detect the presence or absence
of, or alteration in, a particular gene, chromosome or gene
product, in order to provide diagnostic or predictive infor-
mation in relation to a genetic disorder. (Such testing does
not necessarily require the use of genetic technology.)

Human material: All biological material of human origin,
including organs, tissues, bodily fluids, teeth, hair and nails,
and substances extracted from such material such as DNA
or RNA.

Human tissue or sample collection: Any samples of hu-
man biological material to be kept for reference, teaching
or future research use.

Existing collections: collections comprising samples that
were collected and stored before these guidelines came into
operation.

Personal information: all information about individuals,
living or dead. This includes written and electronic records
and information obtained from samples.

Summary of key principles

Much medical research depends on the use of samples of
human biological material. This material often provides the
best way of studying human biology and human disease,
and appropriate use of such material reduces the need to
use animals in research. Material for research may be from
healthy people, from patients or from people who have
died. Researchers may ask volunteers to donate material
(e.g. blood samples) specifically for research, or may use
material left over after diagnostic testing or surgery. Sam-
ples stored for one purpose may later prove useful for re-
search that was not envisaged at the time the samples were
taken.

The following principles should guide all MRC funded
research using samples of human biological material.

Research should only go ahead if the potential benefits
outweigh any potential risks to the donors of the sam-
ples. The physical risks involved in donating samples for
research will usually be minimal, but the risk that infor-
mation from laboratory tests on a sample might harm the
donor or their interests must not be forgotten.

The human body and its parts should be treated with re-
spect. Researchers should ensure that they are aware of
cultural or religious differences in the meaning and signif-
icance attached to the body or specific parts of it before
approaching potential donors.

Samples of human biological material obtained for use
in research should be treated as gifts. Researchers have a
responsibility to ensure the donors’ wishes are respected
when using the material.

The human body and its parts shall not, as such, give rise
to financial gain. Researchers may not sell for a profit sam-
ples of human biological material that they have collected
as part of MRC funded research, and research participants
should never be offered any financial inducement to do-
nate samples. Payment of reasonable expenses or costs is
however acceptable. Donors should be informed if their
samples might be used in commercial research. Intellec-
tual property rights (IPR) arising from research using hu-
man samples may be sold or licensed in the same way as
other IPR.

Informed consent is required from the donor (or the next
of kin, if the donor has died) whenever a new sample is
taken wholly or partly for use in research. Donors should
understand what the sample is to be used for and how
the results of the research might impact on their interests.
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Consent must also be obtained for storage and potential
future use of samples.

Patients should always be informed when material left
over following diagnosis or treatment (described as sur-
plus to clinical requirements) might be used for research.
Wherever practicable, and always when the results of the
research could affect the patient’s interests, consent should
be obtained to the use of such surplus material.

All research using samples of human biological material
must be approved1 by an appropriately constituted re-
search ethics committee. This is an important way of en-
suring that the interests of the donors are safeguarded.

Researchers should treat all personal and medical infor-
mation relating to research participants as confidential.
This applies as much to the results of laboratory tests done
as part of the research project as to information obtained
directly from donors or from their medical records. People
who donate samples for research must be told what per-
sonal or medical information about them will be used in
the research, who it might be shared with, and what safe-
guards are in place to protect their confidentiality.

Research participants have a right to know individual re-
search results that affect their interests, but should be
able to choose whether to exercise that right. Researchers
must decide at the beginning of a project what informa-
tion about the results of laboratory tests done on samples
should be available to the participants, and agree these
plans with the Research Ethics Committee. If research re-
sults have immediate clinical relevance, there is a clear duty
of care to ensure the participant is informed.

1 Introduction

1.1 Purpose

The Medical Research Council is committed to the highest
ethical standards in medical research, and to ensuring that
optimum use is made of the public funds it administers.
These guidelines draw attention to the practical, ethical
and legal issues that should be considered when collect-
ing and using samples of human biological material for
research, and address how such material should best be
used to increase scientific understanding for the benefit of
human health.

1 Although Research Ethics Committees are advisory bodies, they do

have to come to a favourable view of each research project before it can

begin; we therefore adopt the commonly used term ethics committee

approval in these guidelines.

These guidelines should be followed by:
� Those preparing research proposals for support by

the MRC that include the collection of new samples of
human biological material.

� Those planning, undertaking or collaborating in research
funded by the MRC, using stored samples of human bi-
ological material, whether the samples were collected by
themselves or by others.

� Those managing collections of human materials made
with MRC funding, or research using such collections.

We hope they might also be of interest to others collecting
or using human material for research, as well as to research
ethics committees, to research participants and to mem-
bers of the public.

This guidance applies to the use of samples of human
biological material for research purposes. It is not intended
to cover the use (or re-use) of human samples for clinical
diagnostic purposes, clinical audit, disease surveillance or
quality control of existing diagnostic testing procedures2.

The principles in these guidelines must be applied to all
new samples of human material obtained wholly or partly
for use in medical research, whether to be used immedi-
ately or to be stored for future use. However, it is acknowl-
edged that it will not always be possible to apply them ret-
rospectively to samples stored before the guidelines were
issued. MRC recognises that many existing collections of
human material are immensely valuable for research, and
that using these collections may be ethical, and in the inter-
ests of both patients and the public. Research Ethics Com-
mittees have a crucial role in ensuring that they are used
in a responsible and ethically acceptable way that is not
against the donors’ interests.

1.2 Ethical principles

The general ethical principles for research involving hu-
man participants are set out in the Council’s booklet
“Responsibility in investigations on human participants
and material and on personal information.” The known and
potential risks and benefits of the research to the partici-
pants and the potential benefits to others must be evaluated
and research should only proceed if the potential bene-
fits outweigh any associated risks. The interests of research
participants should always take precedence over those of
science and society. In most circumstances research can
only be done with the full and informed consent of the

2 See Guidelines on the practice of ethics committees in medical re-

search involving human subjects 3rd edition, (1996, Royal College of

Physicians of London) Section 6, for a discussion of the distinction be-

tween research, clinical practice and audit.
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individual participants, and confidentiality of participants
must be maintained. An important principle underlying
use of any human material for research should be respect
for the human body and for the known wishes of the donor
of the material. Researchers must always ensure that their
use of human material will not compromise the interests
of the donor.

1.3 Special issues relating to collections
of human material

Human biological material is very important in medical re-
search. Efficient and well coordinated use of such material
can promote scientific advance and reduce both the re-
search demands on patients and the need to use animals.
The MRC wishes to promote better use of valuable mate-
rial by ensuring that it is easier for other scientists to use
it, where appropriate. There are, however, special issues in
relation to samples of human material:
� Samples can be stored for a long time, and may be of

considerable value for research that was not, and could
not have been, envisaged at the time the material was
obtained.

� Using material for studies not specifically foreseen at the
time it was obtained raises difficult ethical issues in rela-
tion to consent.

� It is often either not possible or not practicable to go back
to the donors for new consent.

� Information obtained from research using biological
samples can have implications not only for the individ-
ual donor but also for their relatives, and may sometimes
have the potential to lead to discrimination in employ-
ment or other areas of life, if disclosed.
In addition, the value of many samples of human material
for research depends upon the related clinical or personal
information; respect for the confidentiality of informa-
tion about the donor is therefore important. A parallel
booklet in the MRC Ethics Series “Personal Information
in Medical Research” gives more detailed guidance on this
issue.

1.4 Different types of human biological material used
in research

Samples of human material for use in research may be ob-
tained from healthy volunteers, from patients or from peo-
ple who have died. There are also many types of human
material used in medical research, ranging from whole or-
gans or large pieces of tissue, such as surgically removed
tumours, to very small samples of blood or urine. The im-
portance and meaning people attach to the donation and

use of such samples, and the ethical and practical consid-
erations may differ widely in different circumstances. The
main distinctions drawn in these guidelines are between:
� Research on new collections and research re-using stored

samples
� Material obtained from living donors and material taken

from people who have died
� Human material donated solely or partly for research

and material left over following diagnosis or treatment
(described as ‘surplus to clinical requirements’ in these
guidelines).

General issues applying to the collection and use of all
types of human material are considered first, followed by
sections dealing with specific issues. This guide does not
give detailed advice on the use of human sperm, eggs or
embryos. Use of such material is subject to the Human Fer-
tilisation and Embryology Act (1990) and must be approved
by the Human Fertilisation and Embryology Authority.

2 Ownership and Custodianship

2.1 The legal position in relation to uses of human tis-
sue was discussed in detail in the Nuffield Council
on Bioethics Report “Human Tissue: Ethical and Legal
Issues” (1995). In the UK it is not legally possible to own
a human body. The law is unclear as to whether or un-
der what circumstances anyone can legally “own” sam-
ples of human biological material or whether donors
of biological material have any property rights over
“their” samples. For human material used in research,
the important consideration is not legal ownership,
per se, but who has the right to control the use made
of samples or their transfer to a third party. Therefore
in these guidelines we use the term “custodianship”
rather than ownership, to imply responsibility for safe
storage of samples, for safeguarding the donors’ in-
terests, and for the control of use or disposal of the
material.

2.2 We recommend that tissue samples donated for re-
search be treated as gifts or donations, although gifts
with conditions attached. This is preferable from a
moral and ethical point of view, as it promotes the “gift
relationship” between research participants and scien-
tists, and underlines the altruistic motivation for par-
ticipation in research. It also provides a practical way
of dealing with the legal uncertainty over ownership,
in that any property rights that the donor might have
in their donated sample would be transferred, together
with the control of use of the sample, to the recipient of
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the gift. Gifts may be conditional (that is, a donor may
specify what the recipient can do with a gift), and it is
very important that the donor understands and agrees
to the proposed uses of the donated material. The as-
sumption by the donor is that nothing will be done that
would be detrimental to his or her interests, or bring
harm to him or her.

2.3 If samples taken for research are to be treated as gifts,
there must be a recipient, to whom formal responsibil-
ity for custodianship of a donated sample of material
is transferred. While the principal investigator should
have day-to-day responsibility for management of a
collection of human material, the MRC considers that it
is more appropriate for formal responsibility for custo-
dianship of collections of human material to rest with
institutions rather than with individual researchers.
This provides greater security for valuable collections,
provides better assurance that donors’ rights will be
protected and makes it easier to deal with changes
in individual circumstances of the principal investi-
gator(s). The university, hospital or other host insti-
tution where the principal investigator is based will
usually be the most appropriate body to have formal
responsibility for custodianship of human material do-
nated for research, but occasionally the MRC will wish
to retain custodianship of collections that it funds (see
2.6 below). When central banking facilities are avail-
able, there may be a requirement for the investigator
to split the sample and provide a portion to the bank
as a condition of research funding. Valid consent from
the donor will of course be required to share a sample
with other researchers in this way.

2.4 When consent is obtained, the donor (or the person
giving consent in the case of material obtained after
death) needs to understand that he/she is making a
donation of the sample for use in research. They must
be clear who will be responsible for custodianship of
the sample and of any personal or confidential data
related to the sample, and what it will be used for.

2.5 The Council of Europe Convention on Human Rights
and Biomedicine states that “The human body and
its parts shall not, as such, give rise to financial gain”,
and the MRC fully supports this principle: the sale of
human biological samples for research is not eth-
ically acceptable. Therefore, while reasonable ex-
penses (e.g. travel expenses) may be reimbursed,
research participants should never be offered any fi-
nancial or material inducement to donate biologi-
cal samples for research. Also, researchers may not

sell for profit (in cash or in kind) samples that they
have collected with MRC funding. Recovery of reason-
able costs, based on a standard accounting system is,
however, acceptable. A clear distinction can be drawn
between samples of human material and intellectual
property rights arising from research making use of
such samples. Such intellectual property may be sold
or licensed in the usual way.

2.6 For all new collections of human biological materials
funded by the MRC, researchers and their host institu-
tions must reach agreement with the MRC on specific
arrangements for the custodianship and control of use
of sample collections (both while the project is ongo-
ing and after it is finished) before funding is released.
For large sample collections with contributions from
many clinical centres, and for collections set up with
the intention from the outset of providing a research
resource, the MRC may wish to retain formal respon-
sibility for custodianship of the collection. In the case
of jointly funded collections, arrangements for custo-
dianship will be negotiated with the other funding or-
ganisations. We understand that custodianship brings
with it the right to determine what happens to a col-
lection after the original project funding is finished,
but also the responsibility for its subsequent mainte-
nance. The MRC will normally delegate day-to-day re-
sponsibility for management of sample collections to
the principal investigator of the research project and
their host institution.

3 Use of human material surplus to clinical
requirements for research

3.1 Tissue or organs removed in the course of surgical treat-
ment or excess human material left over after diagnos-
tic testing can be of considerable value for research and
teaching and are widely used for such purposes. How-
ever, there is currently little public awareness of this
practice, nor indeed of what normally happens to such
material if it is not used for research. In a legal analy-
sis, such human material might be considered to have
been “abandoned” by the patient and therefore avail-
able for use however the surgeon or pathologist sees
fit. There is some evidence that people do view use of
such material in a rather different light from samples
donated specifically for research purposes, adopting
the position that it is better that the material should
serve some useful purpose than simply be disposed
of. However, it would be wrong to assume that such a
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view is universal, and MRC recommends that wherever
practicable individual consent should be obtained for
the use for research of human material surplus to clin-
ical requirements. At the very least, for example, pa-
tients should be made aware in any surgical consent
form that they sign that surplus material may be used
for research, and be given the opportunity to refuse.
Patients need sufficient information to understand
how (if at all) the research might affect their interests,
and how their confidentiality will be protected. Where
surplus material is to be used in a way that allows re-
search results to be linked to the individual patient,
individual informed consent must be obtained if there
is any possibility that such results might affect the pa-
tient’s interests.

3.2 It is acceptable to use human material surplus to clin-
ical requirements for research without consent if it is
anonymous and unlinked. An example is the use of
surplus diagnostic samples for screening to establish
the prevalence of an infectious disease such as hepati-
tis or HIV. Information from such studies is very valu-
able not only for research but also for public health or
health service planning purposes, and provided there
is no possible way to link the results of tests to iden-
tifiable individuals their interests cannot be compro-
mised. While it is not necessary to obtain individual
written consent for anonymised unlinked research, it
is good practice to ensure that patients are informed
that their samples may be used for research once all
clinical requirements have been fulfilled, for example
by a clearly displayed notice to that effect.

3.3 All research using human material surplus to clinical
requirements must be approved by an ethics commit-
tee, whether or not the samples can be linked to identi-
fiable individuals. This is an important way of ensuring
that patients’ interests are safeguarded.

3.4 There must always be explicit separation of the consent
to the treatment or diagnostic test from the consent
to the use of surplus tissue for research. It should be
clear to patients that refusal to allow surplus material
to be used for research will not affect their treatment in
any way. It is also important to make clear to patients
what will happen to the surplus material if they do not
give consent for its retention for research or teaching.

3.5 If individual written consent cannot be obtained, re-
search using samples of material surplus to clinical
requirements is only acceptable if the results cannot
affect the patient’s or their family’s interests. The pa-
tient must also have been informed at the time the

sample was taken that their material might be used for
research, for example by clearly displayed notices, by
distribution of leaflets, or on the clinical consent form
itself.

4 Use of human material for commercial research

4.1 The MRC’s mission is to support research that will ulti-
mately benefit human health. The development of new
drug therapies, and diagnostic and screening tests, to
the point where they can be made sufficiently widely
available to benefit human health, is crucially depen-
dent on commercial involvement. Therefore access by
the commercial sector to samples of human material
collected in the course of MRC-funded research should
be facilitated, where this is consistent with our mission.
However, it is NOT appropriate for any one company
to be given EXCLUSIVE rights of access to a collection
of samples made with the benefit of public funds, nor
is it acceptable for any individual to profit financially
from providing samples of human material to a third
party.

4.2 One of the major concerns in allowing commercial
access to human material originally collected for re-
search projects funded by the public or charity sectors
is the potential to damage the gift relationship between
scientists and research participants. Research partic-
ipants may be particularly sensitive to the idea of a
company or an individual making a profit out of re-
search material that they have freely donated. It is im-
portant that research participants are made aware of
the potential benefits of allowing commercial access,
and that the role of any one individual’s sample in the
generation of future profits is likely to be minimal as
well as impossible to quantify. Given the possible sensi-
tivities, it is essential that research participants know
that their sample or products derived from it may
be used by the commercial sector, and that they will
not be entitled to a share of any profits that might
ensue.

4.3 It is important to distinguish between the samples
themselves and the data or intellectual property de-
rived from research using them. Exclusive access to
data arising directly from a company’s experiments
for sufficient time to secure patent protection or other
commercial advantage is acceptable, as is ownership
by a company of any intellectual property rights aris-
ing from their own research using samples of human
material.
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4.4 Patenting of inventions based on, or using, biologi-
cal material of human origin is covered by the EU
Directive on the Legal Protection of Biotechnologi-
cal Inventions. To comply with the Directive, a person
from whose body the material used for an invention
is taken must have had an opportunity of expressing
free and informed consent (Recital 26). This should be
borne in mind when there is a possibility that human
material collected for research may be used directly
in making a biotechnology product. For instance, if
a cell line is to be made and used for commercial
purposes the donor must be consulted and consent
obtained.

4.5 Custodians of collections of human biological mate-
rial should ensure that a written agreement covering
access to data and ownership of intellectual prop-
erty rights is secured before allowing access to sam-
ples by either commercial companies or academic
researchers.

5 Confidentiality

5.1 In many cases the use of human material in research
also involves the use of personal or clinical informa-
tion related to the individual who donated the sam-
ple. Tests done on the material may also give rise to
information about the individual donor. Doctors and
researchers should treat any information about an in-
dividual, however derived, as confidential. This is what
the public expects, and is underpinned by the duty of
confidentiality in Common Law, and in Data Protec-
tion legislation. Both the data collected from individu-
als or their medical records to characterise samples in
a collection, and data derived from experiments done
on those samples, are covered by the Data Protection
Act (1998), so long as they can be linked to an iden-
tifiable individual. Researchers must ensure that their
registration under the Act covers all their uses of data
related to samples.

5.2 Detailed guidance on confidentiality is available in
the MRC booklet “Personal information in medical re-
search” (see box for a summary of the key points) and in
the General Medical Council guidelines on confiden-
tiality. People who donate samples for research must
be told what information about their medical history
or other personal details will be used in the research,
who it might be shared with, and what safeguards are
in place to preserve confidentiality. They should give
explicit consent to these arrangements.

Key principles of the MRC guidance on personal
information in medical research

� Personal information provided for health care or
medical research is confidential. Wherever possible
people should know how information about them is
used. Researchers should normally have each
person’s explicit consent to obtain, store and use
information about them.

� All medical research using identifiable personal
information or anonymised data from the NHS that
is not already in the public domain must be
approved by a Research Ethics Committee.

� All personal information must be coded or
anonymised as far as is possible and as early as
possible in the data processing.

� Each individual entrusted with patient information
is personally responsible for their decisions about
disclosing it. Personal information should only be
handled by health professionals or staff with an
equivalent duty of confidentiality.

� Principal investigators have personal responsibility
to ensure that procedures and security arrangements
are sufficient to prevent breaches of confidentiality.

� At the outset researchers must decide what
information about the results should be available to
the people involved, and agree these plans with the
Ethics Committee.

5.3 Data that have not been anonymised should not be
transferred without informed consent. The responsi-
bility lies with the custodian to ensure that all data re-
lated to samples of human material are unidentifiable
before release to other researchers or inclusion in a
common database. It is good practice to store, process
and analyse personal data in a form that does not al-
low individuals to be identified. Personal information
should only be accessible to staff who have a formal
duty of confidence to the research participants. Re-
searchers handling personal information should have
a duty of confidence to research participants included
in their contract of employment. In addition, identifi-
able data should not be transferred to a country outside
the European Economic Area unless it has an equiva-
lent data protection regime.

5.4 Users of anonymised samples of human material must
undertake not to attempt to identify individual re-
search participants, and individuals, families or groups
should not be identifiable from published data. Any
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renewed contact with donors not specified in the orig-
inal research protocol (for example, if it is necessary to
collect additional information) requires further ethics
committee approval. This contact must be via the orig-
inal researcher responsible for making the collection
or the current custodian of the samples, and at their
discretion.

5.5 The value of a collection for research will usually be
significantly increased if all the data relating to the
samples are stored together and made available in an
anonymised form to all users. Custodians of collections
of human material are encouraged to make it a condi-
tion of access to the samples that copies of all data gen-
erated by other users are provided to the custodian for
inclusion in a common database. A suitable period of
exclusive access may be allowed, to give sufficient time
to analyse the data and prepare publications. The re-
quirements of confidentiality and data protection must
of course be met. This sharing of data is an essential
requirement where sample collections are being man-
aged as a resource for multiple users.

6 Consent

6.1 The General Medical Council guidelines “Seeking pa-
tients’ consent: the ethical considerations” include
general advice on seeking consent for research. When
obtaining consent to take a sample of biological mate-
rial for research, it is important that donors have suf-
ficient understanding not only of the process involved
in obtaining the sample and any associated physical
risks, but also of what the sample is to be used for and
how the results of the research might impact on their
interests. Written evidence of consent must normally
be obtained, as stated in the GMC guidelines. Written
consent is not a substitute for careful explanation. It
is simply a means of providing documentary evidence
that an explanation of the research has been provided
and consent has been sought. In some countries verbal
consent is acceptable. There must however always be
a written record that consent has been obtained even
when the person giving consent is not able to write or
when verbal consent is the accepted practice. Signed
consent forms or documentary evidence of consent,
together with copies of patient information materials,
must always be kept for future reference. If the informa-
tion leaflets are revised in the course of a study, all the
new versions must be numbered and kept and details of
when the changes were introduced should be recorded.

6.2 When obtaining consent to take a sample of human
material for research, it is important to allow for the
fact that it might subsequently be useful for new ex-
periments that cannot be foreseen. Therefore, unless
a sample will be fully used up for the initial project or
cannot be stored, a two-part consent process is rec-
ommended, the donor being first asked to consent to
the specific experiment(s) already planned, and then
to give consent for storage and future use for other
research. Unless the sample is to be anonymised and
unlinked prior to storage (in which case this should
be explained to donors), it is not acceptable to seek
unconditional blanket consent, for example using
terms such as ‘all biological or medical research’.

If samples may be stored or used in a form that
allows them to be linked to individuals, possible future
research should be explained in terms of the types
of studies that may be done, the types of diseases
that could be investigated, and the possible impact
of the research on them personally. The benefits of
enabling more efficient use of valuable samples should
be explained to donors. For example, a researcher
collecting samples from patients with diabetes might
seek consent to store the samples for future research
into the biological basis and treatment of diabetes and
related complications, on the basis that researchers
using the sample for secondary research cannot
identify the donor. Researchers undertaking a broader
epidemiological study might seek consent to store
samples for future research into biological or genetic
factors affecting the risk of developing a range of
common medical conditions, on the understanding
that results of tests done for research purposes will
not have direct clinical implications for the donor.
Similarly, donors must be made aware that other re-
searchers might use their samples, including scientists
working for commercial companies (if appropriate).
Participants must be given the reassurance that all
secondary use will require approval by an ethics
committee, and that no tests of known clinical value
for diagnosing or predicting disease on samples that
can be linked to them individually will be done without
their consent. Information for participants should
include an explanation of how any surplus material
will be disposed of when it is no longer required.

Where a two-part consent process is used, donors
must always be given the option of specifying that
their sample may only be used for the research project
already planned. If consent is obtained to use a newly
collected sample for one specific study only, the only
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purpose for which it can be re-used is to verify the
results of that study. When no longer required for that
purpose it should be destroyed. It is the responsibility
of the custodian to ensure that all uses of a sample
are in accordance with the consent obtained from
the donor.

6.3 If research using samples will require the collection
of information from the donor’s medical records,
then consent must be obtained. It must be clear
who will access the records, what information will be
obtained, and how the patient’s confidentiality will be
protected.

6.4 The special sensitivity of the public with regard
to genetics research should always be taken into
account. If there is the possibility that secondary use
may include genetic research, this must be included
in the explanation of possible future research when
consent is obtained. There are certain types of ge-
netics research which currently give rise to particular
concern, for instance that relating to personality,
behavioural characteristics, sexual orientation or
intelligence. It is particularly important that specific
consent is obtained to use samples in these or other
areas of research likely to cause special concern to the
donors, even if the samples are to be anonymised and
unlinked.

6.5 When seeking consent for research, information for
potential participants must be presented in a form that
they can understand. Where lack of ability to under-
stand written information may be a problem, the use of
audio taped information is recommended. If potential
participants do not speak English, interpreters should
have sufficient understanding of scientific and medical
issues to explain adequately the aims of a research pro-
tocol. These interpreters should preferably be patient
advocates or NHS interpreters rather than relatives. If
relatives must be involved, they should be competent
adults who are themselves fluent in English. Infor-
mation leaflets should be translated by people with a
technical knowledge of the field. Researchers should
be aware that members of some ethnic or religious
groups might find some types of research, or donation
of certain types of human material, unacceptable.

6.6 Particular considerations apply in the case of research
involving children (see 12.3) and people who, as a
result of permanent or temporary mental incapacity,
cannot give valid consent (see 12.4). The Council’s
guidance on the latter situation is set out in a separate

publication3 and there are also guidelines for Re-
search Ethics Committee and guidelines issued by the
Royal College of Physicians and by the Royal College
of Paediatrics and Child Health (see Appendix 1).
A summary of all the issues to be addressed in the
process of obtaining consent is at Appendix 3 and a
model consent form is at Appendix 4.

7 Ethics committee review

Ethics committee approval must be obtained to collect
samples of human material for research, and for all re-
search projects using samples of human material. New
ethics committee approval is required for all research
projects not specifically mentioned when consent was orig-
inally obtained or in previous ethics committee submis-
sions. This is an important means of safeguarding the
interests of the donors. Ethics committee approval must
also be obtained if there is a need to access patients’ medi-
cal records without their specific consent. This may be jus-
tified under certain circumstances: if the study is of suffi-
cient importance, if there are no practicable alternatives, if
the infringement of confidentiality is kept to a minimum,
and if there is no intent to make future contact with the
patient.4

8 Feedback of information

8.1 Tests done on samples of human material in the course
of research may reveal information that has implica-
tions for the donors’ future health or healthcare, or
otherwise impacts on their interests. It is important to
decide before the start of a research project what will
be done if this arises. Researchers should be cautious
about assuming that they, rather than the individuals
concerned, are best placed to judge what information
is of interest to donors on a case-by-case basis. For
instance, some researchers may take the view that in-
formation should only be fed back if there is a treat-
ment or preventive intervention available. However,
research participants might wish to know predictive
information about their future health, even if there is
no treatment available, for example to take it into ac-
count when making important life decisions, such as

3 The Ethical Conduct of Research on the Mentally Incapacitated

MRC Series, December 1991.
4 See the MRC Ethics booklet “Personal Information in Medical Re-

search” for more detailed guidance.
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whether to have children. Researchers should assume
that participants have a right to know information that
may affect their interests, but that they might choose
not to exercise that right. When participants are asked
to make a decision on whether or not they want results
to be fed back to them they must be given sufficient in-
formation to allow them to decide what their interests
are and to make any refusal meaningful. Researchers
must decide at the outset what their strategy will be
with regard to feeding back information and whether
any linkage of research results to individuals will be
possible or alternatively whether the unlinked anony-
mous technique is appropriate. This must be set out
in their submission to the ethics committee, and the
policy adopted must be explained clearly to research
participants before they consent to take part in the
research.

8.2 Research results obtained on anonymised unlinked
samples cannot have any impact on the interests of
an individual donor, and cannot be fed back. Much
research can be done using anonymised unlinked
samples, and indeed in many instances this is the
most appropriate technique. For example, it has been
used successfully in research into the spread of HIV
infection.

However, irreversibly breaking the link between a
sample and the individual donor can undoubtedly re-
duce its value for some types of research, for instance
by making it impossible to add follow-up data or to
audit fully the research results. In deciding whether to
use anonymised unlinked samples, researchers should
take into account the nature of the foreseeable research
findings, the importance of obtaining follow-up infor-
mation on participants, the initial consent obtained
and the feasibility of obtaining further consent. The
ability to provide feedback linked to counselling and
clinical care must also be considered. There are vari-
ous possible strategies for unlinking: samples can be
irreversibly unlinked from the outset, or they can be
unlinked after the initial study is done, either before
being used for any secondary studies or before use in
specific studies only.

8.3 Incidental clinical findings

Where a result that can be linked to an individual has
immediate clinical relevance (for example, if it reveals
a serious condition for which treatment is required),
the clinician involved has a clear duty of care to in-
form the research participant, either directly or via the

clinician responsible for his or her care. The clinician
responsible for care should always be notified, and par-
ticipants should be informed that this will occur. A re-
search result should not be relied on as the sole basis for
diagnosis, since quality control standards in research
laboratories generally differ from those used for clin-
ical testing. Research participants or their clinicians
should be advised to seek a repeat or confirmatory
test by a clinical diagnostic laboratory where possible.
Where a confirmatory test is not available via the NHS
the diagnosis might need to be verified by the research
laboratory using a new sample.

8.4 Research results

There is currently no consensus on whether, or under
what circumstances, it is appropriate to feed back
research results to participants on an individual basis5.
Often the clinical relevance or predictive value of a re-
search result is unclear, at least initially, and there will
be no individual data of value to be fed back. It will al-
ways be difficult to define the point at which a research
hypothesis becomes a clinical fact. Where consent is
being sought for a specific research project at the time
a sample is collected, the potential relevance, if any,
of the results for the participant should be explained
and the opportunity to receive feedback of individual
results should be offered where appropriate. There
should be a mechanism in place for participants to
change their minds (for instance, a contact telephone
number). If feedback is requested, they should be
given appropriate instructions about how to notify
researchers of a change in their address. Researchers
feeding back individual results must be prepared to ex-
plain their significance to the participant and to advise
on access to counselling or treatment where indicated.

It is good practice to offer research participants the
opportunity to be kept informed about the general
results of research projects done using the samples
they have donated, though this may not be appropriate
in all circumstances. Participants could be informed
by posting information on research outcomes on a
website, or by offering them the opportunity to receive
a newsletter. Where the clinical relevance of research
results becomes clear some time after the sample was
obtained, or where the results obtained from sec-
ondary research may impact on the donors’ interests,

5 The MRC will be monitoring the debate in this contentious area and

expects that the position will evolve as a result of ongoing consultation

and research



Manual for Research Ethics Committees 291

these routes should be used to inform donors that
results of potential interest may be available and offer
them the opportunity to receive individual feedback
or advice if they wish. Similarly, when new predictive
tests of clinical value become available as a result of
the research, participants can be informed how to
access these tests if they wish.

Where samples may subsequently be used for
secondary studies, a mechanism should be put in
place to allow participants the opportunity to seek
individual results that might impact on their interests.
It is acceptable for the onus to be on the participant to
seek the information rather than on the researcher to
be pro-active in providing it. The research protocols
for secondary studies and the arrangements (if any) for
feeding back results to participants must be reviewed
by an ethics committee, preferably the committee that
oversaw the making of the collection. If samples from
a collection are shared with other researchers, the cus-
todian of the collection is responsible for all contacts
with donors, including providing any information on
research results with a possible impact on individuals.

8.5 Specific issues related genetic research

Much genetic information obtained for research pur-
poses is of unknown or uncertain predictive value. Ge-
netic tests of known clinical or predictive value should
not be done on samples that can be linked to an indi-
vidual without their specific consent, and appropriate
counselling should be available if consent for such a
test is sought. Participants should be advised of the
possible implications of genetic information for other
family members and the potential impact on family re-
lationships, and also of the implications of genetic risk
information for employment or their ability to obtain
insurance, before they decide whether to give consent
to the test or whether they want to know the result. The
feeding back of other genetic information, the signifi-
cance of which is currently unknown, could also have
similar implications in the future. The Advisory Com-
mittee on Genetic Testing guidance to Research Ethics
Committees gives more detailed advice on feedback in
relation to genetic information (see Box).

Summary of ACGT guidance on feeding back genetic
information.

� Whenever practical there should be a clear
distinction between diagnostic testing and research.

If a research participant later requests a test for
clinical purposes a new sample should be taken.

� Genetic testing should not be added to an existing
research study without consent.

� Unless samples are anonymous and unlinked, prior
consent must be obtained for each genetic test
carried out for research purposes.

� If genetic test results are to be disclosed to research
subjects or added to their medical record, then
informed consent is required for the tests. It must be
clear what use may be made of test results and
subjects must be fully informed of potential adverse
consequences for insurance, employment and
effects on family members.

� The fundamental issues of information, consent and
confidentiality are the same for research involving
multiple gene tests, such as genotyping. Researchers
should establish suitable methods by which complex
information about the research can be explained to
participants.

9 Management of collections of human material

9.1 The MRC reserves the right to specify the arrangements
for management and access of sample collections as a
condition for awarding funding. In the case of jointly
funded collections, these arrangements would be ne-
gotiated with the other funders. This will allow us to
ensure that collections are managed appropriately to
maintain their usefulness, and to ensure that optimum
use is made of them.

9.2 The MRC wishes to promote sharing of useful collec-
tions with bona-fide academic researchers undertak-
ing high-quality research, provided that appropriate
consent has been obtained and that such use is not
against the interests of the donor. Use of samples by
third parties must be on terms that do not disadvan-
tage those involved in making and maintaining the
collection or unnecessarily hamper or restrict future
uses. The onus is on the custodian of a collection of
human material to facilitate optimum usage; this will
usually mean undertaking to provide access to other re-
searchers once the requirements of the original project
have been satisfied. In the case of collections made for a
specific research project, it will usually be appropriate
for the investigators making the collection to have pri-
ority access and the right to control use of the collection
for the duration of the initial study.
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9.3 For large collections, and those set up specifically to
provide a resource for multiple users, requests for ac-
cess should usually be dealt with by a management
committee, which should have an independent chair
and some independent membership. Criteria for ac-
cess should be agreed at the outset. For example, pro-
posed research should be subject to peer review as
a means of ensuring scientific quality, samples and
associated data should only be used for purposes
approved by the committee, and researchers should
agree to put all new data into a common dataset.
Where supplies of samples are limited, transparent
arrangements for prioritising requests for access are
essential. Proper records of sample distribution must
be kept and users must agree to return or destroy ma-
terial surplus to their requirements and not use it for
additional studies or pass it on to others. The man-
agement committee should also be given copies of all
papers describing research using the collection before
publication (but should not have the right to delay or
veto publication).

9.4 Custodians of samples of human biological mate-
rial are responsible for keeping proper records of all
uses that have been made of the material, whether
by themselves or by others. They must also ensure
that all uses have appropriate ethics committee ap-
proval, and keep copies of such approvals for refer-
ence. Where linked anonymous samples are provided
to a third party, the custodian is responsible for safe
keeping of the code enabling samples to be linked to
individual donors.

10 Established collections

10.1 Custodianship, management and access

It is important to assess periodically whether old
samples of human material should be kept, taking
into account both their scientific value and ethi-
cal issues. If samples are no longer of value, they
should be disposed of safely and sensitively. For many
old collections, no specific arrangements for cus-
todianship of samples and management of access
will have been put in place. This can present prob-
lems when researchers retire or move to a differ-
ent job, or when there is disagreement over who
should be allowed to use the samples. When a re-
searcher wishes to move samples to a new location,
the agreement of the current and the future host

institution must be sought, and contributors to the
collection must be consulted where possible. When
a researcher retires and sample collections are to be
retained, the institution or department should en-
sure arrangements are put in place for future main-
tenance and management, and that a new person
is identified to take on responsibility for the collec-
tion. Custodians of established collections are en-
couraged to ensure that they are used optimally,
and to allow access to other researchers wherever
practicable, provided this is consistent with the con-
sent that was obtained and confidentiality is not
breached.

10.2 What research can be done using old samples?

There are many potentially valuable collections of
human samples for which consent was only obtained
for a single research project, or for which information
on the parameters of the consent obtained has not
been adequately recorded. Generally, established col-
lections can be used for research when samples have
been anonymised, and there is no potential harm to
the donors of the material, individually or as a group6.
Researchers should satisfy themselves that the sam-
ples were not obtained in an unethical or improper
way and that there was valid consent to the taking. The
HUGO Ethics Committee “Statement on DNA sam-
pling: control and access” specifies the circumstances
under which it is acceptable to do genetics research
on archived samples. This suggests that such research
is permissible on coded samples. The MRC believes
that where a genetic test is of known predictive value,
or gives reliable information about a known herita-
ble condition, samples must be anonymised and un-
linked before testing unless specific consent is ob-
tained7. Even when a donor has died, genetic test
results can have implications for surviving relatives.
If the predictive value of the genetic information to
be obtained is not known, research on anonymised
linked samples is permissible, provided there is
a strong scientific justification for not irreversibly
anonymising the samples (for example, the need to
link new information on clinical outcomes to genetic
information).

6 “Research based on archived information and samples” 1999 Royal

College of Physicians, London
7 This principle has been set out in the Advisory Committee on

Genetic Testing Guidance to Research Ethics Committees
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Figure 1 Using established collections in research – a decision tree
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10.3 When is it necessary to seek new consent?

It is of course necessary to seek new consent when
collecting new data from research participants. Con-
sent should also be obtained to access participants’
medical records if this was not done when the sam-
ple was originally collected. Where samples can be
anonymised and unlinked before use, no new consent
is required. In some rare circumstances research on
linked samples originally taken for another research
purpose may be permissible without consent. An ex-
ample would be epidemiological research where the
only practicable approach is to use stored samples
and identifiers are needed to link samples and dif-
ferent types of health records. Before stored samples
are used in this way researchers must demonstrate
that contacting donors to seek consent is not possi-
ble or not practicable. Old samples of material sur-
plus to clinical requirements may be used for linked
research without specific consent if there is no pos-
sibility that the research could affect the patients’ in-
terests in any way and if obtaining individual consent
is not practicable. Ethics committee approval is es-
sential for all new research using stored samples of
human material. Detailed guidance on the circum-
stances under which access to medical records with-
out specific consent may be acceptable can be found
in the Ethics booklet “Personal Information in Med-
ical Research”. In NHS institutions, the designated
“Caldicott Guardian” must approve the use of con-
fidential information.

11 Samples obtained after death

11.1 As with other research using human material, ethics
committee approval is required for research involv-
ing the collection or use of material obtained after
death. Before removing and retaining human mate-
rial for research at a post-mortem examination, all
reasonable steps must be taken to ascertain that the
deceased would not have objected (for example, for
religious reasons). Informed consent to the retention
of material for research must normally be obtained
from the surviving spouse, partner or next of kin. The
person asked to give consent should be given clear in-
formation about what tissue/organ will be retained,
who will be custodian, how long the sample will be
kept, what types of research it may be used for and
how it will be disposed of when no longer required.

Since this consent is being sought at a particularly
stressful time, relatives should wherever possible, be
given time to reflect before making their decision, and
it is particularly important that written information is
provided for later reference. Contact details of the re-
search team must be provided in case relatives have
further questions or change their minds later. While in
this situation there is clearly no possibility of harming
the person from whom the material is obtained, some
research results (e.g. from genetic studies) may have
implications for the surviving family members. The
potential implications for relatives of any research
to be done using linked samples must be discussed,
and they must be given the opportunity to learn
about any research results that might impact on their
interests.

11.2 In the case of post-mortems required by law, the
Coroner (or Procurator Fiscal in Scotland) cannot au-
thorise the retention of tissue for research, but can
prohibit it, even if consent has been obtained from
a relative. Therefore the Coroner or Procurator Fis-
cal must be consulted before tissue is retained for
research.

11.3 If no surviving relatives can be traced, and a post-
mortem examination is required to establish the
cause of death, the person legally in possession of the
body (usually the hospital authority or Trust if death
occurred in hospital) may authorise the removal and
retention of tissues or organs to establish the cause of
death. Once the cause of death of that person has been
established, the person legally in possession of the
body may at present legally authorise the retention of
surplus material already removed from the body for
research or teaching purposes. However, MRC recom-
mends that tissue or organs should not be removed
and retained solely for research purposes (i.e. if not
required to establish the cause of death) if it is not
possible to obtain consent from a relative or other
appropriate person.

11.4 In some situations, the request for material will have
been discussed with the deceased prior to death and
informed consent obtained directly from them. In
this instance it is not necessary to seek the consent
of the next of kin, but it is important to make sure
that they know what material will be retained, by
whom and for how long. If they have strong objections
these should be respected in spite of the wishes of the
deceased.
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12 Special circumstances

12.1 Samples obtained from abroad

When obtaining samples of human material from
abroad, researchers must be satisfied that they have
been ethically obtained. The researcher should ob-
tain from the clinician providing samples written as-
surance that they were obtained with proper con-
sent in accordance not only with these guidelines but
also with guidelines applicable in the country of ori-
gin. The recent Nuffield Council on Bioethics discus-
sion document on “Research in Developing Societies”
highlights the ethical issues and the report of their on-
going enquiry should be available in 2001.

12.2 Fetal and embryonic tissue

Fetal tissue must be obtained and used in accordance
with recommendations of the Polkinghorne report8.
This specifies that, where tissue is obtained from
therapeutic abortions, there must be clear separation
between the decision to induce abortion and any de-
cision concerning use. The decision to terminate a
pregnancy must not be influenced by consideration
of the possible use to which the tissue may be put,
and the Polkinghorne report states that no specific
references should be made to any particular research
use when consent is obtained. This is therefore one
situation where consent must be obtained for gen-
eral research use and not for a particular project. To
ensure proper separation is maintained, MRC recom-
mends that researchers needing to use fetal tissue ob-
tain it from one of the established tissue resources
that the Council funds. The placenta and other con-
tents of the uterus are not considered fetal tissue, and
consent should be obtained from the mother in the
same way as for the use of any other human mate-
rial. Any research on pre-implantation embryos cre-
ated as a result of in vitro fertilisation must be ap-
proved by the Human Fertilisation and Embryology
Authority.

12.3 Children

There are several sources of detailed ethical guid-
ance on research in children (see Appendix 1). Parents

8 Review of the Guidance on the Research Use of Fetuses and Fetal

Material HMSO July 1989

with parental responsibility may legally give consent
on behalf of a child. When children have sufficient
understanding and intelligence to understand what
is proposed, they themselves should consent to par-
ticipation in the research, and it is good practice to
seek parental consent also. Where a sample of biolog-
ical material has been obtained from a young child on
the basis of consent from their parent and stored for
subsequent research use, and there is ongoing contact
(e.g. in longitudinal studies), the child should be asked
for consent to continued use of that sample once they
are old enough to understand. Tests of known pre-
dictive value for adult onset diseases should not be
done for research purposes on individually identifi-
able samples from children9.

12.4 Adults not able to give consent

The Council’s booklet “The ethical conduct of re-
search on the mentally incapacitated” sets out the
conditions that must be satisfied for inclusion of those
unable to consent in research. The person must not
object or appear to object, and an informed indepen-
dent person acceptable to the Local Ethics Committee
must agree that the individual’s welfare and interests
have been properly safeguarded. Risk of harm must
be negligible (for non-therapeutic research) or must
be outweighed by the likely benefits, and the research
must not be against the individual’s interests.

Researchers should seek the agreement of carers or
relatives when seeking the involvement in research of
adults that cannot themselves give valid consent, but
should be aware that there is no provision in English
law for anyone to give consent on behalf of another
adult. In Scotland, following the implementation of
the Adults with Incapacity (Scotland) Act (2000), it will
be legally possible for a guardian or person with power
of attorney to give consent to medical treatment or
research on behalf of an adult unable to consent for
themselves.

When seeking consent, it is important for the re-
searcher to ascertain whether the potential partici-
pant has the capacity to consent. There will be in-
dividuals who, while not suffering from mental ill-
ness as such are, through grave illness or stress, in
a state of altered consciousness or reduced com-
prehension when samples are obtained. The validity

9 Advisory Committee on Genetic Testing Report on Genetic Testing

for Late Onset Disorders 1998
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of consent obtained under these circumstances is
questionable. If taking samples cannot be delayed,
participants must be given full information about the
research and the opportunity to withdraw when ca-
pacity to give valid consent is regained. If they do not
wish to participate in the research their sample and
all related data must be destroyed.
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Checklist for research based on samples of human
material • Appendix 2

Source of samples

� If new samples are to be collected for this research, will
appropriate measures be taken to minimise any risks of
physical harm? Could the approach to potential donors
cause distress?

� If samples are to be collected from patients temporarily
unable to give consent (e.g. during emergency surgery),
are there appropriate arrangements to consult next of kin
to obtain informed consent later and for patients to opt
out if they wish?

� If the research is using samples originally collected for
another research project, is the research covered by the
consent already obtained? If not, can new consent be ob-
tained from the donors or can the samples be anonymised
and unlinked?

� If the research will use material surplus to clinical require-
ments, are the patients aware that their material might be
used in this way and of their right to object? Would it be
practicable to obtain individual consent?

� If samples are to be obtained after death, is it possible to
discuss the study with potential donors and obtain con-
sent before death? If not, are appropriate arrangements
in place to get consent from the next of kin?

Justification for the study

� Could information obtained in the course of the research
bring harm or distress to the donors, individually or as a
group, or to members of their family?

� Do the potential benefits of the research outweigh the
risks?

Conduct of the research

� Are adequate measures in place to protect the confiden-
tiality of personal information required for or revealed by
the research10?

10 See Personal Information in Medical Research (2000, MRC

Ethics Series) for a more detailed checklist regarding protection of

confidentiality.
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� Is it clear to donors who will have access to their samples
or personal information about them?

� What will happen to the samples after the research is fin-
ished? Will appropriate consent be obtained if they will
be stored for future use?

Feedback of information

� Could tests done on the samples as part of the research
reveal information of immediate relevance to a donor’s
health or healthcare? If so, will the donors be made aware
of this possibility and are the arrangements for feeding
back this information appropriate? Have the arrange-
ments been agreed with the people responsible for the
donors’ clinical care?

� Could tests done on the samples as part of the research
reveal predictive or other information that might affect
the interests of the donor or their family? If so, are ar-
rangements in place to make that information available
to donors, and will they have adequate information to
make a decision as to whether they want the informa-
tion? Would it be better if the samples were anonymised
and unlinked before testing?

� Is it clear to participants where they can get information
about the outcome of the research?

Summary of issues to address when obtaining
consent • Appendix 3

General guidance on the production of patient information
leaflets has been prepared by a working group on behalf of
Multi-Centre Research Ethics Committees and is provided
to all MREC applicants. This indicates general issues that
must be covered for all research studies. In addition, the fol-
lowing specific issues should be covered in the process of
obtaining informed consent and in the patient information
leaflet for studies in which samples of biological material

will be taken from participants. Information leaflets should
always meet basic criteria for good quality information
provision.

1 For all samples

� The sample will be treated as a gift.
� The donor has no right to a share of any profits that

might arise from research using the sample.
� Who will be responsible for custodianship of the sample

(host institution/funding body)?
� What personal information will be used in the research?
� The arrangements for protecting the donor’s confiden-

tiality.
� If the research might reveal any information of immediate

clinical relevance, this will be fed back.
� Arrangements for feeding back or obtaining access to in-

dividual research results, if any, and for informing partic-
ipants of the outcome of the research.

� Consent to access medical records, if required.
� Specific consent for any genetic tests, if required.

2 If the sample is to be stored for possible
secondary use

� The types of studies the sample may be used for and the
diseases that may be investigated.

� Possible impact of secondary studies on the interests of
donors and their relatives.

� Means of accessing information on secondary studies, if
appropriate.

� Secondary studies will have to be approved by an ethics
committee.

� Consent to share samples with other users.
� Consent to commercial use, and an explanation of the

potential benefits of commercial involvement, if appro-
priate.
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headed paper

Model consent form for research involving new samples of human biological material

This form is a model, to be adapted as appropriate to suit particular studies. Sections not required should be omitted, and 
other sections may be needed if the project involves more than simply collecting a sample. 

• Appendix 4

Thank you for reading the information about our research project. If you would like to take part, please read and 
sign this form.

Centre number:
Study number:
Patient identification number for this study:

Title of project: ................................................................................................................................................................................

Name of researcher: ........................................................................................................................................................................

Contact details for research team: ................................................................................................................................................

1. I have read the attached information sheet on this project, dated .............................(version............), and have 
     been given a copy to keep. I have been able to ask questions  about the project and I understand why the 
     research is being done and any risks involved. 

2. I agree to give a sample of (blood-afterbirth-tissue-other, as appropriate) for research in this project. 
I understand how the sample will be collected, that giving a sample for this research is voluntary and that 
I am free to withdraw my approval for use of the sample at any time without giving a reason and without my 
medical treatment or legal rights being affected.

3. I give permission for someone from the research team to look at my medical records to get information on
(complete as appropriate). I understand that the information will be kept confidential.

4. I understand that (my doctor and/or I, as appropriate) will be informed if any of the results of the medical 
tests done as a part of the research are important for my health.

5. I understand that I will not benefit financially if this research leads to the development of a new treatment 
or medical test.

6. I know how to contact the research team if I need to, and how to get information about the results of 
the research

7    Consent for storage and use in possible future research projects
I agree that the sample I have given and the information gathered about me can be stored by (name of 
custodian) at the (name of host institution/host institution on behalf of MRC) for possible use in future 
projects, as described in the attached information sheet11. I understand that some of these projects 
may be carried out by researchers other than (name of study team) who ran the first project, including 
researchers working for commercial companies.

11 Participants must be given written information to keep on possible future research – its goals,  the types of tests that are to be done, the 

diseases that might be investigated, and how the results might affect their interests. The written information should also include an explanation of 

the safeguards in place to protect their interests, including  information on ethical review and how their confidentiality will be protected.

Please initial boxes
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Yes No
--------------------------------

8    Consent for genetic research12

A: For genetic tests of known clinical and/or predictive value:
I give permission for (name of genetic test) to be carried out on the sample I give, as part of this project. 
I have received written information about this test and I understand what the result could mean to me 
and/or members of my family.

I want/do not want (delete as applicable) to be told the results of this test.
I understand I can change my mind about this later.

B: For other genetic research:
I understand that (the project/future research, as appropriate) using the sample I give may include 
genetic research aimed at understanding the genetic influences on (complete as appropriate) but that
the results of these investigations are unlikely to have any implications for me personally.
...............................................                .......................................                ...................................................
Name of patient                Date                Signature
(BLOCK CAPITALS)

...............................................                .......................................                ...................................................
Name of person taking consent                Date                Signature
(if different from researcher)

...............................................                .......................................                ...................................................
Name of researcher                Date                Signature

Would you like to be sent information about the progress of this project?

Form version and date
Thank you for agreeing to participate in this research

12 If genetic research may be carried out on the sample then specific consent is required. One or both sections A, or B, should be included in the

 consent form.    
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Summary of the main recommendations

1 Procedures should be put in place to allow patients to
control the use of surplus tissues∗ left over after diagnos-
tic and therapeutic procedures are complete. In imple-
menting such procedures, care must be taken to min-
imise disruption to NHS services.

2 The overall aim of these recommendations should be
to seek the explicit consent of all patients to the ethi-
cally regulated use of surplus tissues for the benefit of
other patients and society as a whole. The system deve-
loped for this purpose could also be used to record
patients’ opinions on a variety of other subjects and
hence increase the autonomy of patients, especially for
those who subsequently are unable to express an opin-
ion through ill health. However, the implementation
of such a system has major resource implications and
will take time. These recommendations establish a co-
herent route towards this goal, which will produce rapid

* The word ‘tissue’ has led to misunderstandings in the past. In this

document it is used to include the full range of human biological sam-

ples, including whole organs, small biopsies, cytological specimens,

serum and blood samples, since all these can be used to extract DNA

or produce other information of relevance to the tissue donor. In some

circumstances, dependingon theuse towhich thematerial is beingput,

in may be appropriate to include other samples including other body

fluids, urine and faeces.

improvements in patient choice and will avoid blocking
work which is important to the NHS during the transi-
tional period.

3 There should be rapid implementation ofmethods to in-
form patients of how their surplus tissues may be used,
the benefits to society from such use, and the limits and
safeguards inplace topreventmisuse. Appropriate infor-
mation sheets should be developed.

4 This information could be delivered in a variety of ways,
each of which has strengths and weaknesses:
� an additional section on surgical consent forms
� notice on the walls of phlebotomy rooms and GP surg-
eries

� information sheets provided at each contact with the
NHS

� advertisements in the media or a ‘mailshot’ to all
homes.

These options are not mutually exclusive. Sources of
more detailed information should be made available for
those who request it.

5 ‘Generic consent’ for use of surplus tissue in laboratory
quality control, teaching and research should be sought
from all patients who use the NHS.

6 Genericconsent isvalid for theuseofsurplusandarchival
tissue for teaching, laboratory quality control and re-
search work only if the work is ethically acceptable, if
it is not in a controversial area and if it poses no risk of
any adverse effect on the tissue donor.

7 Oversight of these safeguardswill fall to local ethics com-
mittees.However, a central body shouldbecreated (or an
existing body given powers) to:
� oversee all uses of human tissues
� guide research ethics committees in the oversight of
such use

� devlop and/or approve documentation and informa-
tion sheets

300
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� defineprotocols for routineworkwhere individual re-
view by an ethics committee is not necessary

� decide (with guidance from public consultation)
which areas of research are too controversial to pro-
ceed without specific consent.

8 To implement thesechangesrapidly,andtoavoidblock-
ing essential work, it will initially be necessary to invite
objections to the use of surplus and archival tissues,
rather than to seek positive consent from all patients.
The absence of such objections from adequately in-
formed patients will represent implied consent rather
than explicit consent. This is not ideal, but it is a con-
siderable improvement on the present position where
there is an assumption of implied consent which is not
justified. This will represent a transitional phase pend-
ing implementation of procedures to seek explicit con-
sent from every NHS patient. We anticipate that a move
to recording positive consent, rather than absence of
objection, should bemade as soon as possible, but only
after successful trials of the necessary procedures.

9 NHS databases should be modified to allow patients’
opinions to be recorded as part of their records, not
with each sample. In thisway, anopinionexpressedand
recorded oncewill influence the use of all samples from
thatpatient, includingthosealreadyinexistingarchives.
Secure, efficient access to this information should be
available to those responsible for the management of
tissues and tissue archives.
It may be appropriate to record the views of patients in
relation to other aspects of health care as part of this
process.

10 Work that uses surplus or archival tissues should not
proceed without first checking that each patient in-
volved has not recorded an objection to such use. The
validity of such checks will increase as mechanisms to
inform patients/record objection/obtain consent are
implemented.

11 The use of surplus tissues for teaching or laboratory
quality control need not be considered by an ethics
committee unless there are unusual or controversial as-
pects to the work.

12 Researchprojects that use human tissue should be con-
sidered by a research ethics committee, with the possi-
ble exception of very simple projects that follow a pre-
viously approved protocol. This is a new task for ethics
committees, so there is an urgent need for clear cen-
tral guidance.We provide suggestions and ethical argu-
ments for the content of such guidance.

13 The project submission form and the procedures of re-
searchethicscommittees shouldberevisedandstream-
lined (under central guidance) to facilitate this task.

14 Laboratoriesshouldcomplywithrequests frompatients
for the returnof their tissues. Protocols shouldbe estab-
lished to achieve this safely.

15 Paraffin blocks and microscope slides are of potential
importance to a patient’s future medical care and may
beof importance to their relatives, even longafterdeath.
We recommend that they should not be given to pa-
tients.However, if this recommendation is rejected they
should be given to patients only after a clear explana-
tion of the potential importance of this material has
been provided.

16 To make an unjustified assumption of consent is un-
ethical, but to block work that is of benefit to patients
is also unethical. There is therefore a need to imple-
ment these proposals as rapidly as possible. The De-
partments of Health may need to impose a deadline by
which time NHS trusts must have implemented appro-
priate changes.

Introduction

1 It is in the vital interests of society that human
tissues∗ can be used in NHS hospital laboratories, not
only for biomedical research, but also in teachingmedi-
cal and other NHS staff, and as part of audit and quality
control procedures. These are essential tomaintain the
standards of medical laboratory services and the NHS
as a whole.

2 A series of recent events has led to an urgent reap-
praisal of the ways in which human tissues are used
in the health service and in biomedical research. Con-
siderable distress has been suffered by relatives of the
deceased by the retention of specimens removed at
post-mortem examination, especially from children.1,2

In this field, it is clear that some practices in pathol-
ogy departmentswere out of date. Urgent changes have
been made and are ongoing, continuing the trend we
have seen throughout medicine to put greater empha-
sis on the value of individual autonomy.

3 Inmany hospitals, we have seen parallel changes being
applied to ‘surplus’humantissue.Thishasmainly taken
the form of a requirement for consent from the tissue

* The word ‘tissue’ has led to misunderstandings in the past. In this

document it is used to include the full range of human biological sam-

ples, including whole organs, small biopsies, cytological specimens,

serum and blood samples, since all these can be used to extract DNA or

produce other information of relevance to the tissue donor. In some cir-

cumstances, depending on the use to which the material is being put,

it may be appropriate to include other samples including other body

fluids, urine and faeces.
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donor. Restrictions have been applied in an inconsistent
manner in different institutions. They have been applied
retrospectively, to samples taken and stored in archives
under procedures considered perfectly acceptable at the
time the samples were obtained. Restrictions designed
forcontroversialsubjectssuchastestingfor inheriteddis-
ease have been applied to other, much less contentious
uses. Furthermore, restrictionshavebeenapplied imme-
diately, before there has been any opportunity to imple-
ment mechanisms to obtain, record and retrieve infor-
mation about consent.

4 In institutions where the most severe restrictions have
been applied, there has been considerable disruption of
research, staff training and laboratory quality assurance.
These effects are contrary to the ‘common good’; such
indiscriminate restrictions are damaging the healthcare
of the very individuals whose rights they are intended to
protect.

5 The consideration of using ‘surplus’ tissue needs sep-
aration from the consideration of post-mortem tissue,
for several reasons.

6 Afterdeath, the tissuesof thedeceasedareoften regarded
by relatives as precious – as they are all that remains after
a grievous loss. Even a lock of hair may be treasured. In
contrast, surveys of public opinion3,4 indicate that most
patients arepleased to get ridof diseased tissuewhen it is
removed for the good of their own health. They consider
it tobe ‘waste’ andsupport itsbeingused for thecommon
good if that is possible.

7 Theuseof surplus tissuewas the subjectof adetailedeth-
ical review as recently as 1995.5 This review concluded
that, in the absence of evidence to the contrary, it was
reasonable to assume that a patient’s consent to the re-
moval of the tissue implied consent to its subsequent use
for any ethically acceptable purpose.

8 Consideration of basic ethical principles also suggests a
distinction between the use of surplus tissues and post-
mortem tissues. Surplus tissues invariably are produced
as a by-product of a medical procedure. It can be argued
that, having chosen to avail themselves of the right to
such treatment, patients have a responsibility to facili-
tate the smooth running and development of the system
they have chosen to benefit from, unless they have a rea-
son to do otherwise.

9 One approach to defining an unethical act argues that,
if the principle underlying an act cannot be ‘univer-
salised’ (i.e. if we cannot will that the principle of the
act be acted upon by everyone), then the act is unethi-
cal. (This is the Kantian ‘categorical imperative’.)6 In the
present context, if everyone (without specific reason) re-
fused toallowtheir tissues tobeused for teaching,quality

assurance and research, the health services they need
andhave benefited from, andwhichproduced the sam-
ples, could not exist. The act cannot be universalised,
which indicates that to act this way is immoral. An act is
morally unworthy if the principle underlying it cannot
be shared.

10 Recent events demonstrate that in the UK, society has
chosen not to follow these arguments. Nevertheless,
their existence serves to emphasise the point that the
wishes of a single individual cannot invariably be as-
sumedtobeparamount: suchwishescannot takeprece-
dence over the rights of large groups of individuals
without reason. A balance needs to be found which in-
vites and respects reasonable individual objections but
which allows work for the common good to continue.

11 The aim of this document is threefold:
i. to outlinebriefly the standards towhichweaspire in
the handling of human tissues, which we hope will
be implemented in the near future (Section 1)

ii. to suggest a practical route by which we can move
as rapidly as possible towards this position, but
in a planned way and with minimum disruption
(Section 2)

iii. to define procedures which we believe are accept-
ableat thepresent,whichwillas faraspossiblemaxi-
mise the rightsofpatients tocontrolhowtheir tissue
samples are used but which will permit the NHS, its
diagnostic laboratories and its biomedical research
projects to continue to function (Section 3).

Section 1

Where we should be in the near future

12 At the time of writing, a fundamental review of all uses
ofhuman tissue isbeingundertakenby theDepartment
ofHealth. This review is likely to result in changes in the
legislation. It is impossible to predict precisely the out-
come of that review, but it seems certain that there will
be considerable emphasis on obtaining the consent of
tissue donors. In the context ofmajor research projects,
it is likely that the positionwill be similar to that recom-
mended by the MRC in its publication, Human tissue
and biological samples for use in research.7

13 However, this MRC document cannot be applied to all
uses of human tissue in the NHS. Themost obvious rea-
son is that it was drafted with only research in mind,
whereas the NHS also uses tissue for diagnosis, treat-
ment, audit, teaching and to maintain the quality of
its diagnostic laboratories. Furthermore, it was drafted
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with large, carefully pre-planned research projects in
mind. It did not consider the sort of ‘micro-research’
project which is common in the NHS, where a chance
observation may lead laboratory staff merely to review
a few samples to test whether an ideamay beworth fur-
ther investigation. Such ‘micro-research’ can have im-
portant results (such as the discovery ofH. pylori as the
causeofpepticulceration)butwouldbeblocked if com-
plex procedures designed formuch larger projectswere
universally applied.

The need for ‘generic’ consent for the use
of human tissue
14 If tissue samples are to remainuseful for futureprojects,

unplanned at the timeof sampling, it is logically impos-
sible to obtain consent which is specific to the project
in question at the time of sampling. If we do not ac-
cept some form of ‘generic’ consent for research use it
would be necessary to re-contact each tissue donor for
renewed consent before each new project. This has se-
rious disadvantages for the tissue donor, the researcher
and for society. It would often be impossible.7

15 The validity of generic consent was recently considered
in detail by the House of Lords Select Committee on
Science and Technology, in the relatively contentious
context of using tissue samples and other data for ge-
netic research.8 The conclusion of that report was that
generic consent to the use of human tissues (and per-
sonal information) must be accepted, though with ap-
propriate safeguards. The MRC has recently stressed
that consent for future, unforeseen projects should be
requestedwhenever tissue samples are taken.7 We sup-
port this conclusion.

16 If such generic consent is to be valid, certain safeguards
must apply.
� Whengenericconsent isobtained, thedonormustun-
derstand, in general terms, the positive and negative
consequences of giving or withholding consent and
the mechanisms which are in place to control future
use of the samples (outlined below).

� Confidentiality must be maintained, as with any use
of medical information.

� Theworkmusthave anethically acceptablepurpose.5

It must serve ‘the common good’ and satisfy the ba-
sic ethical principles of respect for autonomy, benefi-
cence, non-maleficence and justice. Some projects
(such as the development of biological weapons)
would obviously be excluded by this requirement.
Others (such as research into contraception or as-
sisted reproduction, or the involvement of commer-
cial organisations) are more difficult to judge. Such

judgementswould have to bemade on a case-by-case
basis. Guidance in making such decisions should be
sought fromintermittent surveysofpublicopinionon
the use of ‘surplus’ tissues in potentially controversial
areas.

� The work must be designed so that there is no risk
of adverse consequences for the tissue donor. This
can be achieved by a variety of means. Irreversible
anonymisation of samples is one approach, but will
be impossible insomeprojectsandcouldbeunethical
in others, as discussed below. Alternative approaches
such as a secure coding system or ‘linked anonymi-
sation’ may produce similar benefit with fewer dis-
advantages. Some projects by their nature pose no
conceivable possibility of adverse consequences for
the tissue donor. The best way to prevent adverse
consequences for the tissue donor should be decided
on a project-by-project basis, with ethics committee
approval.

The need to seek consent from everyone
17 One of themain strengths of research using human tis-

sue in theNHS is that theexistenceof largearchivesper-
mits the identification of groups of similar cases. This
is often essential to design studies of adequate power,
especially if the conditions being studied are relatively
rare. The coverage of the whole population also per-
mitsmeaningfulepidemiologicalwork– ifenoughof the
relevant specimens are available. It is rarely possible to
identify in advance which specimens will be of value.
Consequently, if such studies are to continue it will be
necessary toseekgenericconsent fromallNHSpatients.

18 Seeking generic consent from all NHS patients is a con-
siderable logistic challenge, because it must include
recording the decisions and development of methods
for data retrieval. Appropriate methods for providing
the necessary information for patients will have to be
developed (as discussed below). It is likely that even-
tually a record of each patient’s opinions will be held
as part of the unified electronic NHS record. This may
eventually include numerous other items. A list of such
items could potentially include:
� using surplus tissues (including blood) for laboratory
quality control

� using surplus tissues for teaching
� using surplus tissue for biomedical research which is
ethically controlled and has no possibility of adverse
consequences for the donor (as discussed above).

� any specific exceptions to the above
� an answer to the question ‘if a research project
produces information which is relevant to your
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health – positive or negative – would you want to be
told?’ (This complex question raises problems, but
hasbeenproposedelsewhere in the context of genetic
information.)8, paragraph 7.65c

� access to case notes for purposes of medical audit
� access to case notes for purposes of ethically con-
trolled biomedical/epidemiological research

� transfer of data to disease registries
� providing lists of patients with a specific diagnosis to
epidemiological researchers

� permission to send postal questionnaires or surveys
relating to health matters

� permission to send postal invitations to participate in
a research project

� access of medical students; to take a history, to per-
form an examination, to carry out minor procedures
under supervision.

More contentious items might include:
� attitudes to organ donation
� transfer of surplus tissue to commercial companies
(on a not for profit basis, in accordance with ethical
guidelines, and relinquishing any share in the com-
mercial organisation’s profits)

� do not resuscitate orders, advance directives (‘living
wills’)

� consent to post mortem examination.
19 Muchof this informationwouldbe very valuable if a pa-

tient is subsequentlybrought intohospitalunconscious
or otherwise without the capacity to give consent.

20 Inevitably, some research projects that need to use hu-
man tissue will not satisfy the requirements for using
genericconsent. If suchprojectsare toproceed, itwillbe
necessarytore-contact thetissuedonorstoseekspecific
consent. This poses different problems, especially with
old samples where donors may have changed address
or died; the ethics committee would have to agree the
most appropriate course of action.

The need for oversight
21 The requirements for judgement in the above para-

graphs demonstrate the need for an external review
mechanism. The House of Lords Select Committee on
Science and Technology suggested the establishment
of a single, central ‘Medical Data Panel’ specifically for
this purpose,8 but it seems likely that in most cases the
taskwill have to be devolved to local clinical or research
ethics committees.

22 Most research projects will need individual review by a
research ethics committee, but this would be unneces-
sarily bureaucratic for someotheruses of human tissue,
suchasmedicalaudit, routine laboratoryqualitycontrol

and most teaching applications. Here it will be neces-
sary to approve general procedures. A project would
then require specific review only if variation from the
agreed general procedure is envisaged.

23 To avoid inhibiting curiosity-driven ‘micro-research’ it
mayalsobepossibletouseapprovalofastandardproce-
dure for some typesof very simple research.Anexample
might be where a pathologist merely wishes to review
systematically a group of previously reported histologi-
cal sections, andnonewprocessingof tissue is involved.

Section 2

Transitional guidelines: changes which need to be
implemented

24 A large number of changes must be implemented, lo-
cally andnationally, beforewe reach the aboveposition.

Providing appropriate information
25 If consent (either implied or explicit) is to be valid, it

must be given by a competent individual, in the ab-
sence of coercion and with appropriate information.
The Department of Health has recently issued a Ref-
erence guide to consent for examination and treatment,
which explains these requirements in some detail.9 It
also discusses the evaluation of competence and what
to dowhen (because of youth or illness) an individual is
not competent to make a decision.

26 In the context of consent to use of surplus tissues, there
is a problem in providing appropriate information,
since in most cases the person in contact with the pa-
tientmay have little or no experience of laboratory pro-
cedures. It is therefore necessary to provide sources of
information.

27 For the patient, the information needed if consent is
to be valid will include a summary of the positive and
negative consequences of a decision to give or refuse
consent, a description as far as is practical of the ethical
uses to which tissue may be put, and an outline of the
system for ethical oversight and regulation. Themecha-
nisms by which the patient’s opinions are recorded will
need to be explained.

28 Those who discuss these matters with the patient will
also need this information; in addition they should be
familiar with the principles underlying informed con-
sent,asexplained intheDepartmentofHealthReference
guide.9

29 Information leaflets shouldbedeveloped toprovide the
necessary information, forNHS staff aswell as patients.
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A single information leaflet cannot answer all possible
questions, so it must provide routes to more detailed
information for those who want it. This may be a di-
rection to an individual, perhaps in the local hospital
laboratory, or to more detailed information sheets on
specific topics.

30 It seems inevitable that initial steps in the implementa-
tionof consent procedureswill have tobe takenby indi-
vidual hospitals. It would be muchmore cost-effective,
and it would help to harmonise procedures, if ‘model’
informationsheets,notices, consent formsetc. couldbe
provided andmaintained centrally.

31 To this end, the Patient Liaison Group of the Royal
College of Pathologists has agreed to develop a basic
set of patient information sheets. The text will be made
available over the Internet from the College website
(www.rcpath.org). The leaflets will explain:
� why samples are sent to NHS laboratories
� what usually happens to anymaterial remaining after
tests are complete

� how surplus material and archival material may be
alternatively be of benefit in maintaining the qual-
ity of laboratory services, training NHS staff, and in
biomedical research

� the controls imposed on such uses, including an
explanationof the roleof theethics committee,mech-
anisms used to ensure that there is no adverse impact
on the tissue donors, mechanisms to protect con-
fidentiality and avoidance of controversial research
topics (with examples)

� that specific consent will be sought for any proposed
projects which do not satisfy these requirements

� how patients can control or limit such uses of their
tissues

� the fact that a refusal to permit use of surplus tissues
will not influence the patient’s medical care

� sources of more information.
These leaflets will be accessible directly by patients and
staff. The College will renounce copyright on the infor-
mation leaflets. Theymaybedownloadedbyhealthcare
organisationswhichmay thenedit the text asnecessary,
inserting locally relevant information, suchas localcon-
tacts for further information, information about the lo-
cal ethics committee and brief details of active research
projects in local hospitals.

32 Suggestions for improvement of the central resource
will be welcomed, but the initial project will of neces-
sity be limited. Patient information sheets may need
to be made available in several languages. They need
to be carefully constructed, avoidingmedical terminol-
ogy and checked for the clarity of the language. They

need periodic maintenance to keep them up to date.
This has significant resource implications and it may
ultimately be necessary for the College to obtain fund-
ing or transfer responsibility for this work to another
body.

Seeking consent, recording objections
33 The ideal outcome, as noted above, would be for all

citizens to record theirwishes, positive or negative, on a
suitably secure national database. This would allow in-
dividuals the ongoing possibility of changing their con-
sent in the light of new information. It would be avail-
able if thepatientwas incapacitatedor – as in the caseof
archival tissue samples –not readily contactable. Anop-
portunity to record or change opinions could be offered
repeatedly throughout life, forexample, at everycontact
with the health service, as children reach an appropri-
ate age, and at any time on request. We believe that the
Departments of Health should consider implementing
sucha scheme,but thiswouldobviously require consid-
erable resources and will take time. Interim procedures
are required more urgently.

34 There are several ways in which NHS Trusts could rapidly
implement such interim procedures, which inform pa-
tients of how their tissues may be used and which seek
consent or invite objections. All the following suggestions
should be considered. None is ideal. Most represent ‘ab-
sence of objection’ rather than positive consent, but it
should be recognised that this is a transitional process.
Most do not cover all sample types, but they are not
mutually exclusive.
i. A sectionmay be added to the surgical consent form.
This should include information stating that:
� any tissue removed will be sent to the hospital lab-
oratory for diagnostic examination

� small fragments and microscope slides may be re-
tained in the laboratory as part of the patient’s hos-
pital record

� any largersampleswillbesafelydisposedof,usually
by incineration

� asanalternative to incineration, in somecases such
‘surplus’ tissue may be used for teaching, check-
ing the quality of laboratory testing procedures,
or research, under the control of a research ethics
committee.

It shouldbestressed thatnomore tissuewill be removed
than is required to achieve thediagnostic or therapeutic
purpose. Patientswhoobject to anyof theseprocedures
should be asked to instruct the person who is seeking
consent to record this objection in the notes, and to
informthepathology laboratoryof theirwishes. (Itmust
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be remembered that laboratory staff do not have free
access to patients’ case notes).
ii. A notice may be placed on the wall of any phle-

botomy room explaining that, although no more
blood will be taken than is thought to be necessary,
if any blood is left over after testing is complete it
maybeused for teaching, laboratory quality control
or ethically regulated research. Patients who object
should instruct the phlebotomist to record their ob-
jection on the pathology request form. A similar no-
tice or leaflet for patients could be made available
to thosewho take blood samples in other situations,
such as on hospital wards.

iii. An information sheet may be provided to patients,
when they are sent an invitation to attend hospital,
on arrival in Accident and Emergency, in GP surg-
eries and so on. This could not only explain the
potential uses of surplus samples, it could also be
used to satisfy other requirements, such as consent
to transferofdata todisease registries.Amechanism
wouldhave tobe identifiedbywhich thosewhowish
to object may register their views.

iv. The Departments of Health may wish to consider
an advertising campaign, to explain how the NHS
uses human tissue (and personal information) for
the common good, and to indicate a route by which
objections can be recorded. The recent media in-
terest in post-mortemorgan retention has distorted
publicunderstanding,makingsuchacampaignpar-
ticularlydesirable at thepresent.Onemayhope that
the moral reasons for agreeing to such use, to help
the communal health services, would be empha-
sised. A publicity campaign would require consid-
erable planning and support in case it produced a
very large number of enquiries and calls in a short
time.

35 The above proposals are framed to record objections
rather than positive consent. This is a compromise, but
we argue that for the moment it is acceptable as a rapidly
attainable transitional position pending implementa-
tion of a scheme which will record positive consent. It
can also be supported by the arguments given above
(paragraphs 5–10)suggesting that most members of
thepublicregardtissueswhichhavebeenremoved for a
therapeutic purpose as being much less emotionally
valuable than post mortem tissues.

36 The experience of hospitals which have already intro-
duceda ‘tissue consent’ clauseon their surgical consent
forms indicates that objections are likely to be relatively
infrequent, so recording objections rather than posi-
tive consent will reduce the resource implications of

implementing a new scheme. This approach will also
facilitate a smooth transition from the present arrange-
ments, as outlined below. The present position is an
unjustified assumption of absence of objection, so it is
unavoidable that we must start from this position and
seek gradual improvement.

37 We recognise that it is preferable to move to positive
recording of consent, but this should be regarded as the
next step.

38 Unfortunately, direct experienceof the level ofdiligence
with which pathology request forms are completed
leads us to doubt whether positive consent would be
transmittedreliablytothepathologylaboratorythrough
a ‘checkbox’ onapathology request form.Transmission
of an unusual event (such as an objection) is likely to be
muchmore reliable, particularly as receipt of oneobjec-
tion would be taken to indicate that the patient holds
the same objection for all samples of a similar type.

39 Usingmechanism (34 iii) above, positive consent could
be sought if a specific member of staff were given the
responsibility to seek answers as part of the admis-
sion/booking in procedure. This has resource implica-
tions. Furthermore, in view of the logistic problems we
anticipate ifotherstaffarerequiredtoinformthelabora-
toryaboutconsent,werecommendthatpriortonational
implementation, small-scale trials should be carried out
to ensure that protocols for obtaining, recording and re-
trieving positive affirmation of consent are reliable, effi-
cient and cost effective.

Recording and retrieving consent data
40 Tissue samples in the NHS are held in very large num-

bers, almost exclusively in hospital laboratories. If pa-
tients’ wishes are to be respected without disrupting
health laboratory work, it follows that laboratory staff
will need rapid, easy access to information about each
patient’s recorded opinions on the use of their tissue
and blood samples. This implies electronic data stor-
age, with suitable security procedures.

41 A decision has to be made whether the patient’s opin-
ions should be stored with the record of each sample or
with the recordof eachpatient. The structureofmodern
relational databases indicates that information about
consent to tissue use should be stored with the patient
record, rather than the sample record, for the following
reasons:
� the record of each samplewill automatically be linked
to the patient’s record, so the consent status will be
available whenever a sample record is accessed

� this provides a ‘failsafe’ mechanism; if a patient has
recorded one objection to the research use of one
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blood sample, it is reasonable to assume in the ab-
sence of information to the contrary that the same
will apply to all blood samples

� each patient will generate many samples, so linking
to the patient record will minimise data entry

� when patients change their mind, a single change to
the databasewill influence theuse of all samples from
that patient. Similarly, the act of recording a patient’s
opinion once will control the use of all samples from
that patient already in the hospital archive.

42 Foreachpatient,we suggest that as a minimum it should
be possible to record consent or objection to ‘generic’ re-
search use, as outlined above and to teaching and qual-
ity control. Consent or objection should be assumed to
apply to all samples from that patient, unless otherwise
specified.Wemay anticipate that somepatientswho are
content for blood samples to be usedmay object to the
use of whole organs or products of conception, and it
should be possible to record this distinction. To facil-
itate the next move, to recording explicit consent, the
database record should permit three options:
i. no opinion recorded
ii. objection recorded
iii. explicit consent recorded.

43 We understand that most of the commercial database
systems used in NHS laboratories can be amended at
relatively little expense to record and retrieve this sort
of information. However, it may be appropriate to con-
sider recording this information in the hospital patient
administration system database rather than in the labo-
ratory. This could facilitate direct recording of consent
data by ward staff, which will probably become neces-
sarywith amove to recording positive consent. It would
also tie in with the need to record patient opinions on
other matters, such as research access to case notes,
advance directives and so on.

44 Itwill benecessary for thedatabases involved toprovide
suitable search and display algorithms for retrieval of
consent data, together with suitable security measures
to control access andprevent disclosure of unnecessary
information.

Oversight
45 We support the suggestion of the Select Committee

on Science and Technology that a ‘medical data panel’
should be set up to oversee the use of medical data, in-
cluding tissue samples, where generic rather than spe-
cific consent for use has been obtained. We anticipate
that such a body would be responsible for establish-
ing guidelines whereby samples may be used for audit,
teachingandquality control, andpossibly for somevery

simple research projects, without the need for specific
consideration by an ethics committee.

46 Most or all research projects which use human tissue
will need to be reviewed by a local research ethics com-
mittee.We anticipate that a central ‘medical data panel’
or equivalent will be responsible for providing detailed
guidance to local ethics committees on the review of
projects which use ‘generic’ consent. However, two ur-
gent developments are required.
i. Research ethics committees are at present tak-
ing inconsistent and contradictory decisions. They
need to be issued with detailed guidance on how
they should handle proposals for research projects
that use surplus or archival human tissue in the
present situation, before any ‘generic consent’ pro-
cedures have been implemented. Our suggestions
for such an approach are provided in the following
section.

ii. The present application form for ethical approval is
a centrally imposed, complex multi-page document
whichwasdesignedprincipally for randomised con-
trolled clinical trials. The form was designed at a
timewhenmost laboratory-basedprojectswouldnot
have been deemed to require ethics committee ap-
proval. Much of it is irrelevant to laboratory studies,
especially those using archival material. There is
an urgent need for a research ethics approval form
which is specifically designed for such studies. Con-
sideration should also be given to streamlining the
process. At present, it is not unusual for obtaining
approval to take much longer than carrying out the
work.

Implementation
47 Threeaspectsof theserecommendationsneedtobeem-

phasised.
i. The changes have resource implications.
ii. Changesareurgently required if the functionofNHS

pathology departments is not to be compromised.
iii. Mostof thechangesmustbecarriedoutat ahospital

or NHS-wide level. Pathology departments cannot
implement them, even though such departments
are best placed to identify problems and are most
motivated to achieve a solution.

48 These points leave us gravely concerned about imple-
mentation, and the speed at which it will occur. We be-
lieve it highly unlikely that NHS Trusts will act with
sufficient urgency merely on the basis of recommenda-
tions from the Royal College of Pathologists. We therefore
urge the Departments of Health to distribute appropri-
ate instructions concerning the implementation of these
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or similar procedures, with reasonable deadlines for the
date of implementation throughout the NHS.

Section 3

What is acceptable now?

49 Audit, teaching, laboratory quality control andbiomed-
ical researchareallactivitiescarriedout for thecommon
good. We have identified changes which are needed to
facilitate the proper use of human tissues in support of
such work, but such changes will take a little time to
implement. We argue that it is unethical to block such
work while new procedures are being developed and im-
plemented.

50 Hence,where inthefollowingproposalsweindicatethat
workers should first check that the patient from whom
the surplus tissue originated has not recorded an ob-
jection to its use, in most cases it will initially be un-
avoidable to assume – as in the past – that there is no
objection, as there has been no systematic mechanism
by which such objections can be recorded. As systems
to record objections and consent are implemented, this
check will gradually becomemore meaningful.

Primary diagnosis
51 Laboratory staff should continue to assume that the re-

moval of a tissue or blood sample, and its transfer to the
laboratory accompaniedby a request form, indicate the
existence of consent to carry out the requested inves-
tigation. Where the results of the initial tests indicate
the desirability of further investigation (‘reflex testing’),
senior laboratory staff should decide whether the clini-
cal staff or the patient should first be contacted to con-
firm consent before the further test is carried out. In
most cases, this will not be necessary, and rapid perfor-
mance of a reflex test is good laboratory practice. How-
ever, if it is possible that it may be in the patient’s best
interests (broadly interpreted) not to carry out a reflex
test, renewed consent should be sought. The most ob-
vious situationwhere such consent ismandatory isHIV
testing.

Returning specimens to patients
52 At present, very few patients request the return of re-

sected organs or other samples. When patients are
specifically informed of what happens to such speci-
mens, it is likely that such requests will increase in fre-
quency, especially in relation to larger samples includ-
ing whole organs, the disposal or retention of which

may have emotional implications. Laboratories should
have established protocols to permit compliance with
such requests while minimising any risk to the patient
or others from infection or toxic chemicals.

53 Advice is needed from the Departments of Health on
how to respond to requests for the return of paraffin
blocks and microscope slides, which are in effect part
of the patient record. In the past, having been ‘substan-
tially modified’ by NHS laboratories they have been re-
garded as the property of the Secretary of State, but this
position has not recently been reaffirmed. The impor-
tance of this material to the future healthcare of pa-
tients (and their relatives) is such that we recommend
that blocks and slides should not be given to patients.
However, if this recommendation is rejected, patients
should be warned of the potential importance of this
material for future medical care.

Audit
54 Reviewing results or repeating a test to confirm the ac-

curacy of the original result is essential to good labo-
ratory practice. Provided that confidentiality is main-
tained, consent and external oversight should not be
required.

55 Clinical teamsmay request data frompathology labora-
tories ina formwhich facilitates their ownclinical audit.
Collation and transfer of such data is acceptable as long
as it is provided to the team with responsibility for the
careof thepatient, andappropriate controls are inplace
to maintain confidentiality.

56 In some situations, it may be debatable whether a
project should be regarded as ‘audit’ or ‘research’. If
the work involves any new manipulation of a sample,
beyond that required for the primary diagnostic pur-
pose, it should for this purpose be regarded as research.
Any project which generates new data, or which could
have any adverse effect on the patient, should be re-
garded as research.

Laboratory quality assurance
57 Laboratories should assume that surplus tissue is avail-

able for quality assurance procedures (internal qual-
ity control and external quality assessment) unless an
objection has been received from the patient. Precau-
tions should be taken to ensure confidentiality. Inmany
cases this will be most readily done by irreversible
anonymisation of the samples. However, in some situa-
tions thiswillbe inappropriate; forexample, in interpre-
tive histopathology external quality assurance schemes
it is possible that use of a sample will demonstrate
that the original diagnosis was incorrect. It will then be
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necessary to inform the relevant clinical teamof this er-
ror: to fail to do this would be indefensible.10 In such
situations, a secure coding system should be used to
maintain confidentiality.

58 Whenwork is being done to achieve the successful local
implementation of a new laboratory technique which
has previously been established elsewhere, or to im-
prove of an existing technique, the use of surplus tis-
sue should be preceded by a check that an objection to
such use has not been recorded. It should not require
oversight by an ethics committee. Confidentiality
should be preserved and wherever possible irreversibly
anonymised samples shouldbeused. Thedevelopment
of a completely new technique should be regarded as
research.

59 Where samples for quality assurance purposes are
taken specifically for that purpose and are not ‘surplus’
to diagnostic requirements, as in some large clinical
chemistry schemes, the approach to obtaining consent
should parallel that for taking samples specifically for
research, as set out by the MRC.7

Teaching
60 Where teaching is carried out on an ‘apprenticeship’

basis, such as in histopathology departments, an at-
tempt to exclude cases where a patient objects to the
use of their sample in teaching would be disruptive to
the point of being impossible to implement. Thiswould
be equivalent to a patient demanding that he is only
treated by the senior consultant and the ward sister, a
demand which would not be possible to accommodate
in the NHS. Such teaching must therefore continue as
before. As noted above, it is reasonable to assume those
who wish to use the services of trained staff should not
put obstacles in the way of training without reason.

61 However, when cases are to be used for more formal
teaching sessions (such as slide seminars or presen-
tation at clinico-pathological case conferences) then
those preparing suchmaterial should check that an ob-
jection touse in teachinghasnotbeenreceived fromthe
patient. Steps must be taken to preserve patient confi-
dentiality.

62 The preservation of surgical resection specimens as
‘museum pots’ for teaching purposes should parallel
guidance for the retention of post-mortem specimens
for the same purpose, with the obvious exception that
the consent of the patient rather than the relatives
should be sought.

63 These considerations also apply to preparing studyma-
terial for medical students. Here it is also necessary
to remember that some methods of dissemination of

teaching material (e.g. distribution on the Internet) ef-
fectively represent publication. The GMChas indicated
that consent is needed before publication of images
of patients,11 although consent is not required for im-
agesofmicroscopicpreparations.12 It is required forany
macroscopic images of the external surface of the body,
even if the patient is not identifiable from the image. It
is required for images from an operation, radiographs
and arguably for recognisable whole organs.11

64 We believe that the procedures for recording generic
consent for teaching use described above will be suffi-
cient to permit most material entering pathology labo-
ratories to be used formost teaching purposes, with the
exceptionofpublicationofmacroscopic imagesandthe
preservation of whole organs.

Research
65 In the past, research projects which used exclusively

‘surplus’ material and which did not require any direct
patient contactwereusually conductedwithout referral
to a research ethics committee (REC). We believe that
in the future, all research projects which use human tis-
sue should be considered by a suitable REC, and tested
against national guidelines. Given the current modes
of operation of most RECs, this will cause considerable
delay and disruption, and we have noted the need for
newprocedures to facilitate this process, butwebelieve
suchaconclusion tobeunavoidable. For simple ‘micro-
research’ projects which have no potential for adverse
impact on the donor (such as a review of old slides) it
may be possible to define generic protocols where the
project can proceed merely with a requirement to in-
form the REC. Problems with the distinction between
research, audit and laboratory development are noted
above.

66 We have already seen considerable variation in way
RECs have responded to such requests, presumably be-
cause RECs have not previously been required to con-
sider projects of this type. There is a real danger that
the NHS will be fragmented if there is not uniformity
of approach. Guidelines should be developed centrally
by the ‘medical data panel’ or equivalent, but in the ab-
sence of such guidelines we suggest that the following
factors should be considered when research projects that
use ‘generic’ consent are reviewed by a research ethics
committee.

67 Impactonthetissuedonor. Ifaproject is touse ‘generic’
consent for researchuse, it is part of the agreementwith
the donor that there should benopossible adverse con-
sequences for the donor, and the review process must
ensure this. The simplest way to ensure that research
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data are not fed back inappropriately to the donor is
irreversible anonymisation of the samples. Some have
argued that anonymisation is invariably a requirement
for the use of ‘generic’ consent – although the word
‘anonymisation’ is sometimes used loosely, to include
securely coded samples. Such arguments are often pro-
motedinthecontextofgeneticstudieswhichmayreveal
susceptibility to an incurable genetic disease,where the
riskofproducingdistressinganddamaging information
is obvious. Most biomedical research carries little or no
such risk. Irreversible anonymisation can cause serious
problems, for the donor and the research.
� Anonymisation vastly reduces thepossibility of inves-
tigating unexpected results. It makes it impossible to
contact the donor to request consent for further stud-
ies. Hence either the follow-up study is never done –
which wastes information – or the original study has
to be repeated – which wastes resources.

� It has been argued that this problem should be
avoided by assembling a mass of data at the start of
a project ‘just in case’ it is needed, before anonymi-
sation of the samples. To collect volumes of personal
datawithout clear purpose is itselfmorally objection-
able and is arguably contrary to the Data Protection
Act 1998.

� Anonymisation eliminates any possibility of obtain-
ing further information about the patient’s subse-
quent course, which may have added to the value
of the study. The MRC has expressed the view
that ‘. . . there had to be some means of linking
data back to the individual in many kinds of re-
search . . . ’.8, paragraph 7.26

� Anonymisation makes it impossible for donors to
change their minds and remove samples from an
archive.

� Anonymisationmakes it impossible toprovideany in-
formationtothedonor,whetherharmfulorbeneficial.
It is difficult to see why producing information which
may cause damage is inherently worse than failing
to give information which may cause good. Research
results are not invariably damaging; it is quite possi-
ble that a research project might identify information
(such as an idiosyncratic drug reaction) which could
be life-saving. TheMRC has recognised that there are
some circumstances where it is essential to return re-
search data to tissue donors, though careful ethical
oversight is necessary.7, section 8

� If a product with potential for commercial develop-
ment (such as a cell line) is generated directly from a
human sample, the consent of the donormust first be
sought. Anonymisation would make this impossible,

thus prohibiting dissemination of a useful product.
(This argument does not apply to intellectual prop-
erty rights.)

68 Hence, rather than insisting on irreversible anonymi-
sation of samples, we argue that each research project
should be considered individually against the require-
ment that, if ‘generic’ consent is to be used, there should
be no risk of adverse consequences for the donor. The
ideal method by which this is achieved will vary in dif-
ferent circumstances.

Nature of the project
69 Some projects cannot use generic consent because of

theirnature. Ifhumantissuesare tobeusedit isessential
that the purpose is ethically acceptable, that the project
aims to produce some benefit for humanity, and that
it has a reasonable prospect of achieving that aim. If
generic consent is tobeused it is also important toavoid
‘controversial’ subjects, where a significant number of
donors may have undeclared objections.

70 Inmost cases, this distinction will be clear: work which
seeks to alleviate suffering will be acceptable, the pro-
duction of weapons of mass destruction will not. The
basic ethical principles of respect for autonomy, benefi-
cence, non-maleficence and justice must be respected.
However, if ‘generic’ consent to research use is to be
usedwemust recognise those areas where there is pub-
lic debate and concern. For example, at the present
we must assume that generic consent cannot be taken
to infer consent to therapeutic cloning. For the same
reasons it seems unlikely that research into improving
contraceptionor infertility treatment canbe carriedout
using generic consent.

71 The boundary of which areas can be supported by
generic consent is a subject for ethical debate, but it
is heavily influenced by public opinion. The boundary
will have to be defined by the ‘medical data panel’ or
equivalent. This should be subjected to periodic review.
In the future, itmaybeappropriate for thePanel to carry
out surveys of public opinion to illuminate this debate.
Initially this decision will fall to local research ethics
committees, which will presumably be obliged to take
a relatively conservative view of what is ‘controversial’.

72 Theremaybe individualswho forpersonal reasonshave
a specific and unusual aversion to involvement in some
typeof researchwhichmostmembersof thepublic con-
sider to be non-controversial. We believe that such in-
dividualsmay reasonably be expected to recognise that
their objections are unusual, and therefore they will be
aware of the need to make their objections known.
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Obtaining specific consent
73 Re-contacting the patient to seek specific consent has

potentialdisadvantages fordonoraswell as researcher.8

If an REC decides that, for any of the above reasons, it
is desirable that the tissue donors should be contacted
to obtain specific consent for use of their samples, the
REC should first consider any possible adverse conse-
quences for the donors of such a decision. They should
also consider whether it is practical, bearing in mind
that some donors may have died or changed address,
and it may not be possible for the research workers to
identify the cases where this applies. The REC should
thendefinewhat sortof contactandconsent is required;
an instruction to ‘obtain consent’ is insufficiently spe-
cific. The options that may be considered include:
� posting an information sheet to the patient, inviting
objections.Wherenonearereceivedwithinaspecified
time, the samples may be used; hence samples from
patients who cannot be contacted may be used

� posting an information sheet to the patient, request-
ing the return of a form giving consent; hence sam-
ples from patients who cannot be contacted (or are
apathetic) cannot be used. The position in relation to
patients who have died would need to be defined, if
these can be identified

� establishing personal contact, and providing expla-
nation to standards equivalent to those used in taking
samples specifically for research.

74 It should be noted that as these options give progres-
sively greater weight to the requirement for consent,
they simultaneouslybecomemore intrusive andpoten-
tially distressing for the patient, and they run a progres-
sively greater risk of making the project impractical.

The use of existing archival material
75 The NHS currently holds large archives of human sam-

ples which have vast potential for future research. The
exactdirectionof such researchcannotbepredicted, for
example, the existence of archives of human tissue per-
mitted retrospective study of the epidemiology of ‘new’
diseases such as AIDS and new variant CJD.

76 It has been recognised that if there is a requirement to
seekconsent fromdonorsbeforeexisting tissuearchives
can be used for any ethically legitimate purpose this
would, in effect, prohibit almost all use of the archives.
The MRC has recommended that such archives should
remain available for researchwithout a requirement for
such consent provided each project is approved by an
appropriate ethics committee.7 The RECwould have to
be satisfied that there is no potential for any adverse
consequence for the tissue donor, as discussed above.

77 One advantage of recording consent or objection to tis-
sue use as part of the patient record is that whenever an
opinion is recorded, the database should automatically
link this opinion to all older samples from the same pa-
tient. In this way the problem of consent to the use of
old archival samples will gradually diminish.

78 Archives are also of great value in teaching, especially
in providing educational examples of rare conditions.
Here the archives are represented not only by tissue
samples and microscope slides but also by large num-
bers of photographs. Many of these are photographs of
whole organs or of the external surface of patients, but
as many are quite old and most have been irreversibly
anonymised it is no longer possible to go back to the
patient to seek consent.We see no useful purpose in pro-
hibiting the use of such anonymised images in teaching,
but we note the GMC’s guidance that (excepting pho-
tomicrographs) they should not be published without
consent.11

The Data Protection Act 1998
79 The Data Protection Act 199813 is relevant to the use

of tissue samples. We have received a detailed explana-
tion from the Office of the Information Commissioner
that, in most circumstances, the analysis of ‘identifi-
able’ samples is covered by the requirements of this Act.
Although there are some exceptions, the Act usually re-
quires consent for the processing of data, but we are
assured that this does not necessarily require the signa-
ture of a consent form; if consent is obtained in a way
that is ethically acceptable (as discussed above) then
this requirement of the Act is satisfied. TheMRChas re-
cently expressed the opinion that implied consent (as
explained above) is ethically acceptable for the research
use of surplus tissue if there is no possibility of the re-
search affecting the patient’s interests.7, section 3 This in-
dicates that in this context, implies consent satisfies the
requirements of the Act.

80 Irreversible anonymisation (or the death of the patient)
takes the matter outside the scope of the Act. This may
also be achievedby some securemethods of coding; the
issuesarecomplexandarediscussedinmoredetailelse-
where (http://www.rcpath.org/news/data act.html).

81 If identifiable samples from old archives are to be
studied, there is a potential conflict between the re-
quirements of the Act and the view7,14 that it is ethical
to allow access (within defined constraints) to existing
archival samples without invariably re-contacting the
donors. Here, until such time as we can reasonably as-
sume that patients are aware that their samplesmay be
used in research and that they have the right to object,
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the law appears to demand more than is ethically re-
quired. The Information Commissioner has indicated
that it is ‘unlikely’ that proceedings will be instituted in
relation to archival samples taken before the Act came
into force. It is good practice to take samples outside
the scope of the Act by anonymisation or secure cod-
ing wherever possible. In some studies, the exceptions
provided by the Act may be invoked. In others, espe-
cially those which use relatively recent samples, it may
be necessary to inform the tissue donors and invite
objections.

Continuation of existing projects
82 In a few instances, we have heard of research projects

whichhavebeengivenapproval by anethics committee
in the past but which on review do not meet current
standards. In at least one case, a postgraduate student
waswarnedjustbeforesubmissionthataresearchthesis
might not be admissible on this basis.

83 It is clearly inappropriate to suggest that the ethical
approval of research projects should never be recon-
sidered. However, in the case of time-limited projects
it seems reasonable to suggest that wherever possible
they should be judged by the standards prevailing at
the time of their initial assessment, and that if ethical
review subsequently becomes essential every consid-
eration should be given to finding ways in which the
project may be brought to a satisfactory conclusion.

Taking tissue before diagnostic procedures
are complete
84 This discussion has concentrated on archives and tis-

sues which are surplus after diagnostic procedures are
complete.However, someprocedures (notably the eval-
uation of gene expression) require fresh tissue, and/or
cannot be applied to formalinfixedmaterial.Here there
is a need for rapid sampling of tissues which have to be
removedaspartof the therapeuticprocedure,butwhere
it is possible to identify in advance that their usewill not
in any way prejudice the diagnostic examinationwhich
follows. Examples might include sampling uninvolved
kidney from a nephrectomy for carcinoma, or taking
fragments of a tumourwhich is removedpiecemeal, but
where routine laboratory processing would only exam-
ine a small proportion of the tissue fragments, chosen
at random.

85 We believe that such sampling is ethically acceptable,
but only if the subsequent pathological examination
is completely unaffected. This means that a protocol

to ensure this must be agreed between the pathologist
responsible for theexaminationand the researcher, and
the agreed protocol must be part of the ethics commit-
tee review of the project.

86 Whether such sampling can be performed with only
‘generic consent’ is debatable. Where the sample re-
moved for research is small and the absence of any ad-
verse effect on the patient is incontestable we suggest
that it can.
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Code of practice on the use of fetuses and fetal material in
research and treatment (extracts from the Polkinghorne Report)

The Stationery Office/Department of Health

Theguidance in thisChapter is taken fromtheReviewof the
Guidanceon theResearchUseofFetusesandFetalMaterial
(“The Polkinghorne Report”) CM 762, HMSO 1989 and the
figures inbrackets refer to the relevantparagraph in the text
of the Report.

In this Code fetus means the embryo or fetus from im-
plantation until gestation ends and, unless qualified by the
words in utero, includes the fetus outside the womb. (1.5)

1 Treatment of the fetus

1.1 Two categories of fetus are recognised:

a. The live fetus, whether in utero or ex utero, which
should be treated on principles broadly similar to
those which apply to treatment and research con-
ducted with children and adults. (2.4, 3.2).

b. The dead fetus. The determination of death shall
be by reference to the absence of vital functions,
as indicated by the absence of spontaneous respi-
ration and heartbeat after consideration of possibly
reversible factors, such as the effects of hypother-
mia in the fetus, or of drugs or metabolic disorders
in the mother. This determination shall be made or
confirmed by a doctor responsible for the clinical
managementof themother and the fetus andnot in-
volvedwith thesubsequentunconnecteduseof fetal
tissue. (3.7).

Only tissue from the dead fetus is ethically avail-
able for use in therapy.

1.2 It is unethical to administer drugs or carry out any pro-
cedures during pregnancy with the intent of ascertain-
ing whether or not they might harm the fetus. (3.3)

c© The Stationery Office/Department of Health.

1.3 In the case of nervous tissue only isolated neurones or
fragments of tissue may be used for transplantation.
(3.11)

2 Contents of the uterus other than the fetus

The contents of the uterus resulting from pregnancy other
than the fetus (ie the placenta, fluid and membranes) may
be used for research or therapeutic purposes subject to the
conditions relating to screening at section 4.5 of this Code
and those relating to finance at section 7(3.12).

3 Separation of the supply of fetal tissue from the
practice of research and therapy

3.1 The decision to carry out an abortion must be reached
without consideration of the benefits of subsequent
use.Thegenerationorterminationofpregnancytopro-
duce suitable material is unethical. (4.1).

3.2 The management of the pregnancy of any mother
should not be influenced by use of the fetus in research
or therapy. In this context, management of the preg-
nancy should be taken to include:

a. the method and timing of an abortion;
b. the clinical management of a mother whose fetus

dies in utero or who has a spontaneous abortion.

3.3 No inducements, financial or otherwise, should be put
to the mother or to those who are in a position to influ-
ence her decision to have her pregnancy terminated,
or to allow fetal tissue to be used. (4.4).

3.4 The mother should not be informed of the specific use
which may be made of fetal tissue, or whether it is to be
used at all. (4.2, 4.6).

313
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3.5 Those involved in theprocessofabortionandresponsi-
ble for the clinical care of the mother should not know-
ingly be involved in research on the fetus or fetal tissue
collected. Dissection of the dead fetus, research on it,
or transplantation of fetal tissue should, when prac-
ticable, be on separate premises and certainly not in
the same room. However, ethically acceptable excep-
tions to this degree of separation occur when research
is concerned with the investigation of cases of fetal
death in utero, or spontaneous abortion or analogous
post-mortem concerns arising from previous medical
history. (5.7).

3.6 The sourcemust keep records indicating thenextdesti-
nation of any fetal tissuewhich is released for purposes
of research or therapy, and it should have a means of
satisfying itself that anyone to whom tissue is sent has
satisfied the requirements of this Code. The mother’s
identity should not be revealed when fetal tissue is re-
leased, although some coding will be necessary which
will enable her to be traced by those responsible for
her clinical management, should relevant information
come to light through examination of the fetal tissue.
(5.3).

3.7 Any intermediary or tissue bank which receives or
passes on fetal tissue must keep a record of the des-
tination and origin of all tissue and not reveal details
of the identity of the source to the user and vice versa.
(5.4).

3.8 On the sameprinciple the user should be able to satisfy
itself that any material it receives has been procured
in accordance with the requirements of this Code. It
must keep records indicating the proximate source of
any fetal tissueand theuse towhich it is put, but should
not reveal details of the use to the source. (5.5).

3.9 Details about a fetus (eg gestational age) which might
be of significance for research but could not be used
for identification may be released by the source, but
it is not acceptable for the source to be approached
with requests for fetuseswithparticularcharacteristics.
(5.6).

4 Consent

4.1 The written consent of the mother must be obtained
before any research or therapy involving the fetus or
fetal tissue takes place. Sufficient explanation should
be offered to make the act of consent valid. (6.3).

4.2 Consent to the termination of pregnancy must be
reached before consent is sought to the use of fetal
tissue, and without reference to the possibility of that

use. Provided the question of use is not introduced un-
til consent to the termination of pregnancy has been
obtained, it is permissible to deal with the two issues
on the same occasion. (6.5).

4.3 Itmaybedesirable toconsult the father since, forexam-
ple, testson fetal tissuemay reveal afindingofpotential
significance to him, and because he may have knowl-
edge of a transmissible or hereditary disease, but his
consent shall not be a requirement nor should he have
the power to forbid research or therapy making use of
fetal tissue. (6.7).

4.4 In the case of spontaneous abortions (or where death
of the fetus has occurred in utero) consent to use fetal
tissue should preferably be sought only after the fetus
has died. (6.4).

4.5 Consent should be obtained from the mother to tests
if any screening is to take place for transmissible dis-
ease or if any procedure is contemplated which could
have similar consequences for the mother and affect
her clinicalmanagement.Any such tests, and thecoun-
selling to accompany them, should be conducted ac-
cording to the best current practice and guidance, in a
mannerwhichensures that theprinciplesof separation
are maintained. (6.9).

5 Conscientious objection

No member of the medical or nursing staff should be un-
der any duty to participate in research or therapy involv-
ing the fetus or fetal tissue if he or she has conscientious
objection. This right of non-participation does not extend
to the prior or subsequent care of a patient thus treated.
(2.11).

6 Ethics committees

All research or therapy of an innovative character involving
the fetus or fetal tissue should be described in a protocol
and be examined by an ethics committee. Projects should
be subject to review until the validity of the procedure has
been recognised by the committee as part of routine med-
ical practice. The ethics committee has a duty to examine
the progress of the research or innovative therapy (eg. by
receiving reports). It should have access to records and be
able to confirm that the material is in fact being used for
the purpose set out in the protocol. It should also be able to
examine the record of any financial transactions involving
fetal tissue. Before permitting research the ethics commit-
tee must satisfy itself: (7.4).
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a. of the validity of the research or use proposed;
b. that the objectives of the proposed use cannot be

achieved in any other way;
c. that the researchers or clinicians have the necessary fa-

cilities and skill.

7 Finance

There should be no monetary exchange for fetuses or fetal
tissue. Profit from any dealing in fetal tissue or the other
contents of the uterus is unethical (8.1, 8.3).

Taken from Appendix B of Local Research Ethics Committees HSG(91)5, 1991
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Guidance on the supply of fetal tissue for research,
diagnosis and therapy

Department of Health

Background and general principles

Afundamentalethicalprinciple in thePolkinghorneReport
(“Reviewof the guidance on the research use of fetuses and
fetal material”, Cm 792,1989 HMSO) is that the decision to
terminate a pregnancy and the method and timing of the
abortion must not be influenced by consideration of the
possible use whichmay bemade of the tissue. That princi-
ple operates and can be seen to operate when fetal tissue
required for research,diagnosisor therapy isobtained from
atissuebankratherthansupplieddirect fromcentreswhich
perform abortions.
At present the only national facility for providing fetal

tissue for research or other use is the MRC Fetal Tissue
Bank at the Hammersmith Hospital. In many circum-
stances this tissue bank will be able to supply the needs
of research workers and diagnostic laboratories. However,
there will be some circumstances in which it will be es-
sential for tissue to be obtained locally. This note sets out
the factors that will need to be taken into account in de-
ciding whether tissue should be obtained from the MRC
Fetal TissueBankor through local arrangements.Whatever
supply arrangements are appropriate must comply with
the Polkinghorne principle of separation of supplier from
user.
In accordance with current good practice all tissue of

human origin should be regarded as potentially infectious.
This is the case whether or not the donor source or tis-
sue itself has been screened for evidence of infection. In
any event the users of fetal tissue should be advised of
whether screening was performed and if so the nature of
that screening. The question of the woman’s consent to
testing in considered in paragraph 6.9 of the Polkinghorne
Report.

c©Department of Health, 1995.

Local research ethics committees

Research or innovative therapy involving fetal tissue must
be assessed on themerit of the individual proposal and the
ethical issues involved. Local research ethics committees
need to examine all such proposals, having regard to the
principle that the decision to perform an abortion should
be separated from decisions on the subsequent use of tis-
sue. They should be assisted by the following guidelines on
supply of tissue.

G U I D E L I N E S

These guidelinesprovide a codeof practice for the arrange-
ments for supplying fetal tissue for research, diagnosis and
therapywhich take accountof theneed to separate theuser
from the source of supply.

1 Tissue banks

For researchanddiagnostic investigations that canbedone
using tissue which has been frozen, the fetal tissue re-
quired shouldbeobtained fromtheMRCFetalTissueBank.
The tissue bank is able to supply centres anywhere in the
UK.Thereforegeographical considerations shouldnotnor-
mally determinewhether tissue should be obtained from a
local source.

2 Fresh tissue

For many research and diagnostic investigations requir-
ing fresh, non-frozen tissue, it would be feasible to obtain

316
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the fetal tissue from the MRC Fetal Tissue Bank. However,
some research and diagnostic investigations will require
that fetal tissue is available as soon as possible after the
termination of pregnancy andwithout having been frozen.
The transfer of the fetus to the MRC Fetal Tissue Bank will
not be appropriate in these circumstances. Examples of
research in which fresh tissue may be required are bio-
chemical assays and structural studies where the integrity
of the fetal tissuemust be as close as possible to that found
in life. The justification for using fresh fetal tissue and
the local arrangement to separate supplier from use must
be described in any submission to a local research ethics
committee.

3 Transplantation of fetal tissue

There may be occasions when fetal tissue is to be used
in innovative therapy and there will be advantages in us-
ing the tissue as soon as possible. The delays involved
in transferring tissue to and from the MRC Fetal Tis-
sue Bank might prejudice the outcome of the therapeu-
tic intervention. For such work the local research ethics
committee must be given information on the proposed
local arrangements to ensure separation of the termina-
tion of the pregnancy from the subsequent use of the
tissue.

4 Import and export of fetal tissue

As the Polkinghorne Report stated (paragraph 8.5), the
Committee’s recommendationswill be of little value if they
can be circumvented by the import and export of fetal tis-
sue. Important ethical and safety issues arise which are
not easily resolved because it will not always be possi-
ble to know with confidence what arrangements apply in
the country from which the tissue came or to which it is
to be supplied. In the circumstances the MRC Fetal Tissue
Bankdoesnot propose generally to export or import tissue.
Those involved in termination of pregnancy, research or in
other uses of fetal tissue, are advised to adopt the samepol-
icy. Where it is considered that, exceptionally, such traffic
is justified, the Department of Health should be consulted
before any decision is made.

5 Research on the fetus in utero

The requirements of these guidelines do not apply where
research has taken place on the fetus in utero, e.g. to in-
vestigate the effects of particular procedures undertaken
during that pregnancy. These circumstances are consid-
ered in paragraphs 3.2 and 3.3 of the Polkinghorne Report.
Specific consent from the woman herself will be required
because she is involved in the research, so the principle of
separation cannot be applied.
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Guidance on making proposals to conduct gene therapy
research on human subjects
(seventh annual report – section 1)

Gene Therapy Advisory Committee

Introduction

1 This document gives guidance on the procedures that
should be followed in the United Kingdom when pro-
posals are made to conduct gene therapy research on
human subjects. It details the information that should
be submitted in order to enable the Gene Therapy Ad-
visory Committee (GTAC) to assess the acceptability of
gene therapy research proposals.

2 Some guidance is also given on the requirements of
other regulatory bodies or committees, including Local
Research Ethics Committees, the Medicines Control
Agency, the Health and Safety Executive and the Depart-
ment of Environment, Transport and the Regions.

3 The guidance should be read in addition to general guid-
ance on clinical trials and research governance in the
NHS (see Further Reading).

4 Supplementary guidance and reports have been issued
by GTAC in relation to monitoring of patients enrolled
in adenoviral gene therapy studies and in utero gene
therapy. Both can be obtained as stand-alone docu-
ments from the GTAC web-pages. (www.doh.gov.uk/
genetics/gtac.htm).

GTAC review process

5 GTAC reviews proposals to conduct gene therapy re-
search and provides advice in related areas. GTAC re-
views are in addition to those of local research ethics
committees (LREC), whose roles and responsibilities are
unchanged.

6 GTAC approval should be obtained before NHS per-
sonnel conduct any gene therapy research on human

c© Gene Therapy Advisory Committee.

subjects, whether conducted on NHS or other premises,
in the UK. GTAC approval should also be sought where
any part of gene therapy research on human sub-
jects takes place in the UK. This would include en-
rolment, monitoring, follow-up and other study re-
lated procedures. NHS personnel who conduct gene
therapy research overseas are encouraged to submit
protocols to GTAC for information (this should in-
clude any information that will be given to prospective
participants).

7 GTACexpects applicants toprovidea full accountofwhat
isproposed.Thisshouldplaceparticularemphasisonthe
ethical aspects, including an assessment of the scientific
merit and safety of the proposed work.

8 Inconductingsuchreviews,GTACcontinuestoreflect the
principlesestablishedbytheClothiercommittee,namely
that:
- gene therapy is research and not innovative treatment;
- only somatic therapy should be considered. Germ line

interventions are considered to pose unacceptable
safety and ethical concerns;

- patients should takepart ingene therapy research trials
only after a full explanation of the procedures, risks
and benefits and after they have given their informed
consent, if they are capable of doing so; and

- therapeutic research involving patients must not put
them at disproportionate risk. For this reason gene
therapy should be restricted to patients with serious
disorders where current alternative treatments are not
wholly effective.

Definition of gene therapy

9 GTAC has reviewed and revised the 1994 definition of
gene therapy in the light of experience and of definitions

318
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established by other countries and international bod-
ies. GTAC wishes to maintain a wide definition of
gene therapy in order not to exclude certain novel ap-
proaches from GTAC oversight. Within the context of
GTAC’s terms of reference, gene therapy can be defined
as:

The deliberate introduction of genetic material into
human somatic cells for therapeutic, prophylactic or
diagnostic purposes.

10 This definition is intended to include studies involving
the use of most of the established techniques for deliv-
ering genes into cells. A non-exhaustive list of examples
includes genetically modified viral vectors, liposome-
encapsulated DNA, anti-sense techniques, naked DNA
injection, DNA-mismatch repair, GM stem cell therapy,
andxenotransplantationofgeneticallymodifiedanimal
cells (but not solid organs).

11 GTAC does not normally wish to consider any study
which may be deemed to fall within the general defini-
tion,butwhich is adequately reviewedbyothernational
or local ethics committees. Such research includes, for
example:
- transplantation or transfusion of organs or cells, from

whatever human source, provided that they have not
been genetically modified;

- xenotransplantation of solid animal organs;
- vaccine studies, involving the use of genetically at-

tenuated viruses intended to raise a prophylactic im-
mune response to that virus (provided that the virus
does not express any heterologous proteins);

- ex vivo fusion of autologous cells and other cells, for
example dendritic cells, for the treatment of cancer.

12 In cases of doubt, researchers are invited to contact
the GTAC Secretariat for an informal discussion prior
to submitting a research proposal.

Germ line gene therapy

13 In line with the Clothier committee report and relevant
international Instruments, research aimed at modify-
ing the Germline of subjects will not be considered
at this stage. The possibility of inadvertent targeting
or modification of germ cells should be carefully as-
sessed during pre-clinical studies. GTAC will need to be
satisfied that measures are in place to ensure that pa-
tients do not conceive a child during or shortly after the
study.

Relationship between GTAC and other agencies

Local research ethics committees

14 Any proposal to carry out gene therapy research on
human subjects must comply with the established
system of review by a local research ethics commit-
tee (LREC). LRECs must be consulted about any re-
search proposal involving NHS patients, their records
or NHS premises. A new web-site containing details
of LRECs will be launched shortly: http://www.doh.gov.
uk/research/recs.

15 Where a research project is to be carried out within
fiveormoreLRECs’ geographicalboundariesandhence
would normally be referred to a multi-centre research
ethics committee (MREC), GTAC acts as the MREC for
gene therapy research.

16 The timing of LREC reviews will vary depending on
the local arrangements and on the nature of the re-
search. Researchers are advised for reasons of practi-
cality to submit applications to GTAC in advance of the
LREC.

Medicines control agency

17 The MCA is required by legislation to assess the safety
and quality of medicinal products to be used in clinical
trials. Before testing gene therapy products in patients,
sponsors or investigators must apply to the Medicines
Control Agency for a Clinical Trial Certificate (CTC), a
Clinical Trial Exemption (CTX), or a Doctors and Den-
tists Exemption (DDX), or claim the “named-patient”
exemption in writing.

18 Further details of MCA’s role in regulating gene therapy
medicinal products can by obtained by contacting the
MCA Clinical Trials Unit (Tel: 020 7273 0327) and be
foundat: http://www.open.gov.uk/mca/mcahome.htm

Medical devices agency

19 Someformsofgene therapymay involve theuseofmed-
ical devices, for example novel delivery systems. De-
tails of the regulation of medical devices and the role of
the MDA can be found at: http://www.medical-devices.
gov.uk/

UK Xenotransplantation regulatory authority (UKXIRA)

20 UKXIRA is responsible for approving proposals to con-
duct xenotransplantation on human subjects. If a gene
therapy proposal involves the transfer of viable animal
tissue to patients, theGTACSecretariatwill discusswith
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theUKXIRASecretariathowtoconsider theapplication.
In somecasesUKXIRAwill consider a proposal in paral-
lel with GTAC. The xenotransplantation process would
require UKXIRA to make a recommendation to UK
Government Ministers who would then make the final
decision. Further information can be found at:
http://www.doh.gov.uk/ukxira.htm

Genetically modified organisms regulations

21 Proposals to conduct gene therapy research,where they
involve the use of live genetically modified organisms
(for example, a genetically modified viral vector deliv-
ery system), must comply with the relevant regulations
controlling the contained use or deliberate release of
genetically modified organisms. These are concerned
with the protection of human health and the environ-
ment. Contained use is where control measures are
used to limit contact of the GMOs with people and the
environment. Where contact cannot be appropriately
limited the activity is likely to constitute a deliberate
release.

22 Further details on contained use legislation may
be found in, “A guide to the Genetically Modified
Organisms (Contained Use) Regulations 1992”, as
amended in 1996 (ISBN 0-7176-1186-8). This Guide
will be replaced by “A guide to Genetically Modified
Organisms (Contained Use) Regulations 2000” once
expected new legislation has been produced (ISBN
0-7176-1758-0). Detailed technical guidance in matters
such as risk assessment and containmentmeasures can
be found in the Advisory Committee on Genetic Modi-
fication’s Compendium of Guidance which is available
on the HSE web site: http://www.hse.gov.uk/.

23 For further advice about contained use legislation and
technical guidance contact the Health and Safety Ex-
ecutive, GM Notifications Unit, Technology Division 6,
Magdalen House, Stanley Precinct, Bootle, Merseyside,
L20 3QZ. Tel: 0151 951 4722, Fax: 0151 951 3474.

24 For further details on deliberate release legislation con-
tact theDepartment of Environment, Transport and the
Regions: http://www.detr.gov.uk/

Method of working

25 In order to develop experience of the issues raised by
gene therapy, GTAC has previously sought comments
from external reviewers and held discussions with the
proposers in full committee. However, increasing expe-
rience of gene therapy proposals allows a case-by-case
approach to the review process.

26 GTAC therefore intends to move towards a more graded
system of review, based on the novelty and complexity
of the proposal and the extent to which it clearly falls
within GTAC’s remit.

27 Ingeneral, fullGTACreviewwill beappropriate for stud-
ies that involve novel delivery systems, that extend the
use of known agents to a different disease, raise new
ethical issues, pose significant risks to subject’s health
or raisewider safety issues for thepatient, staff or public
health or are proposed by groups with no prior experi-
ence of clinical gene therapy research.

28 In all cases it is recommended that those contemplat-
ing gene therapy research submit a completed GTAC
application form at an early stage. The Secretariat will
then be in a position to provide informal advice on the
need for a full GTAC application and the likely route of
review.

Decisions of the committee

29 The outcome of the above review process will be sent
to the lead applicant, the LREC, the host institution and
theMCA. Thismight take the formof unconditional ap-
proval; conditional approval; deferral with recommen-
dations for changes before the proposal is reconsidered
or rejection. In all cases where further information is
sought, the Committee will give its reasons to the appli-
cants in writing and encourage dialogue via the Secre-
tariat.

Disclosure of information

30 Applications to GTAC will be considered to be in confi-
dence and treated as such throughout the review pro-
cess, including the external review stage. However, care
should be taken to ensure that information that might
servetoidentify individualpatientsorgroupsofpatients
is not included. This is particularly relevant to studies
that involve rare diseases or small patient groups.

31 Some elements of a proposal may be considered to be
commercially confidential. Such information shouldbe
clearly marked and supported by a reasoned justifica-
tion for the claim. This will enable the Secretariat to
determine how to handle the proposal during review.
It should be stressed that failure to provide sufficient
information at the initial stages will inevitably lead to
delay in the GTAC review process.

32 A summary of the discussions at GTAC is placed in the
public domainafter eachmeeting. This is normally via a
summary of the meeting posted to the GTAC web pages
(www.doh.gov.uk/genetics/gtac.htm).
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Reporting requirements

Adverse event reporting

33 Researchers are required by law to report all serious
unexpected adverse reactions1 (SARs) in gene therapy
studies to the MCA in accordance with their require-
ments. In addition all serious adverse events2 (SAE)
should be reported to GTAC within 14 days (7 for death)
regardless ofwhether theevent is deemed relatedorun-
related to the gene therapy and whether unexpected or
expected. In the case of a subject’s death, a more de-
tailed report, including, where appropriate, findings at
post mortem, additional studies and a statement on
the cause of death should be submitted as soon as
possible.

34 Summaries of all Adverse Events should be reported to
GTAC on an annual basis as part of the annual progress
report (seeparagraph40).Adverseevents shouldalsobe
notified to the relevant LREC in accordance with their
requirements.

35 The report should use the standard format for re-
porting adverse reactions to medicinal products, how-
ever GTAC’s reporting arrangements are in addition
to those for reporting severe adverse reactions to the
MCA.

Long-term flagging project

36 GTAChasadvised that thereshouldbearrangements for
the long-term monitoring of the subject and for moni-
toring any subsequent children born to those who have
taken part in gene therapy research. This will in fu-
ture be possible via theGTACFlagging Project involving
the NHS Central Registry and the Office of National
Statistics (for those living in England and Wales) or the
General Register Office for Scotland (for those living in
Scotland).This studyhasbeenapprovedbyan indepen-
dent MREC.

37 Proposers are asked to seek informed consent from all
subjects capable of giving it (or otherwise on behalf of
the subject) at the time of their enrolment for moni-
toring of their long-term health and on behalf of any
children that the patient may conceive following par-
ticipation in the study.

38 For the purposes of clinical audit, subject’sNHS records
will be flagged indicating that they have taken part in a

1 Aseriousnoxiousandunintended response toamedicinalproduct.
2 A serious untoward medical occurrence which does not necessarily

have to have a causal relationship to the medicinal product.

gene therapy research study. Investigators will be asked
to provide directly to the Office for National Statistics
(or General Register Office for Scotland) the NHS num-
bers of each subject along with a cipher specific to the
study and one to identify the subject within that study.
Submissions to the ONS will be on a six-monthly basis
using the suppliedelectronicpro-forma for thepurpose
of emailing returns.

39 Clinical records and specimens from gene therapy pa-
tients should be stored indefinitely to enable follow-up.
The storage of DNA samples needs special considera-
tion and appropriate consent.

Progress reports

40 All investigatorswith active studieswill be asked to pro-
vide an annual progress report to GTAC. A format for
this will be supplied by the Secretariat each year, cov-
ering matters such as progress with the recruitment
of subjects, observed adverse events and any relevant
clinical findings. These progress reports will not be re-
leased by GTAC, however, the data provided, for exam-
ple on the total number of gene therapy patients, may
be incorporated into the GTAC annual report. No in-
formation will be released that may identify individual
patients.

41 GTAC also expect to see reports on completion of the
studyandwouldencouragepromptpublicationinpeer-
reviewed journals as a means of promoting wider dis-
semination of research findings.

Information to be included in GTAC applications

GTACmustbegivensufficient informationtomakea judge-
ment about the ethical acceptability of the study.

Proposals for gene therapy research submitted to GTAC
should normally consist of:√

A GTAC application form;√
The clinical protocol;√
Patient information material and consent forms;√
Information about relevant qualifications and experi-
ence of the principal investigator(s);√
Detailssupportingthesuitabilityof theresearchcentre.√
Supporting technical appendices.

42 GTAC has developed an application form to provide a
common framework for anoverviewof thedesignof the
study and the issues that it raises. The application form
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is available on the web, by email from the Secretariat or
as a hard copy.

43 For full proposals, the clinical protocol and a succinct
summaryof relevant pre-clinical and safety data (possi-
bly including that prepared for other regulatory bodies)
should support the application form.

44 Proposers should aim to strike a balance between giv-
ing sufficient information to enable the committee and
external referees to understand the study whilst keep-
ing the documents accessible to the lay members of the
committee.

45 The following headings are suggested to structure the
proposal. In some cases the information may be ade-
quately conveyed in the study protocol, in others it may
benecessary to provide additional supporting informa-
tion in the application form or technical appendices.

A Objectives and rationale

46 There should be a brief introductory statement that
provides the background to the proposed research. It
should refer to the disease to which the study relates,
its prevalence, severity and health burden; their natural
historyandbiology; theavailable therapies,what is tobe
learnt fromthe researchand thepotential for improving
the subject’s health.

B Patient population

47 The proposal should describe and justify the proposed
study population, bearing in mind GTAC’s key princi-
ples (paragraph 8).

Risk/benefit

48 The proposal should include an appraisal of the risks
to the subject and the possible benefits. This should in-
clude a summary of the alterations to normal clinical
care that will arise as part of the research, especially
any invasive procedures and those that may be uncom-
fortable or inconvenient for the subject (such as pro-
cedures that involve lengthy or frequent attendance as
outpatients or inpatients or requirements to remain in
an isolation room).

49 The patient’s disease should also be relatively stable
with a predictable likely clinical progression. In cases
where there is rapid progression, GTAC will need to
be convinced that the clinical management of the pa-
tient will not be impaired by the requirements of the
trial.

C The gene construct and delivery system

50 The proposal must include details of the genetic mate-
rial and its manufacture to enable an assessment of the
safety and likely benefit. Technical information such as
sequence data, derivation of vectors and producer cell
lines may be provided as part of the supporting techni-
cal appendices.

51 The proposal should describe the nature and structure
of the genetic material that is to be administered and
the rationale for its use. It should include:
- an overview of the therapeutic gene construct and its

regulatory elements;
- the methods used to produce it, including any pro-

ducer cell lines;
- the method of delivery, and;
- the form in which the material will be administered

to the patient.

Manufacture

52 The proposal should summarise the arrangements for
the manufacture and handling of the therapeutic prod-
uct. The detailed arrangements for achieving compli-
ancewith the requirementsof theMCAarenotnormally
required,butmaybeappendedaspartof thesupporting
technical material.

D Prior studies

53 The proposal should describe the evidence relating to
the safety and likely efficacy of the proposed gene con-
struct and delivery system. Wherever possible the data
presented should relate to the proposed construct and
delivery system in the most appropriate in vitro or an-
imal model of the disease. Where this is not possible
there must be a full account of how the data is extrap-
olated to the intended disease and construct. In some
cases available data may also be extrapolated to avoid
excessive animal studies, especially in non-human
primates.

54 Theproposal shouldprovidea reasoned justification for
the choice of construct and delivery system. In partic-
ular, GTAC will be looking for evidence that the safety
of the proposed study has been considered in depth at
the pre-clinical and clinical stages. This should include
consideration of the stability of safety features in any
viral vectors used and tests to assess the presence of
contaminants.

55 Where possible, reference should be made to any pre-
vious applications to GTAC, to published studies and to
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guidance from GTAC or others on the safety and toler-
ance of the vector system in human subjects.

Pre-clinical studies

56 The evidence provided from pre-clinical studies should
normally include:
- Studies of the gene delivery system;
- Studies demonstrating gene transfer and expression

and biological effect;
- Studies to demonstrate target specificity;
- Studies relating to the route of entry;
- Studies related to the safety of the genetic material

and the delivery system. In some cases this may be
supportedbymaterial elsewhere in theproposal, such
as on the delivery system and manufacture.

Distribution to non-target organs

57 The proposal should provide evidence of the target
specificity of the therapeutic product and, where ap-
propriate, the absence of accumulation/retention on
non-target tissues or organs, especially the gonads.

Previous clinical experience

58 A summaryof relevantdata fromprevious clinical trials,
including peer-reviewed publications, should be sub-
mitted to support the safety and likely efficacy of the
proposed study.

E Study protocol

59 Thedetailedarrangements for theclinical and technical
procedures involved in the research should be specified
in the study protocol. This should include an outline of
the clinical procedures and the tests used to monitor
the patient.

Study design

60 The type of study being proposed, the size of the study
population and other relevant factors should be de-
tailed. There should be some consideration of whether
the procedures and requirements are reasonable and
equitable.

Criteria for inclusion/exclusion

61 The inclusion and eligibility criteria should be detailed.
The number of subjects should be given, along with a

comment on the likelihood of recruiting sufficient sub-
jects. There must be careful characterisation of the spe-
cific patient population for the studies regarding not
only theirdisease, its stage, andprevious standard treat-
ments, but also the expected prognosis.

62 The proposal should set out what other options would
be available to such patients in clinical practice or cur-
rent clinical research. Specific inclusion and exclusion
criteriabyvirtueofdisease,abnormal testsor treatment,
should be justified explicitly in relation to the treatment
and/or its evaluation.

63 Where subjects are to be HIV tested for the purpose of
excluding HIV positive patients from the gene therapy
study, consent for the test should be explicitly sought
and the appropriate provision made for counselling.

64 The eligibility criteria should take account of the need
to minimise the risk of unintended transfer of genetic
material to germ cells or the fetus. If conception is pos-
sible, it should normally be a condition that subjects
or their partners use an effective form of birth control
during and for at least 3 months after the study. Fertile
women should have a negative pregnancy test shortly
before commencing the study.

65 Children should be the subject of research only when it
is essential and the information could not be obtained
from adult subjects or in any other way. Where chil-
dren are to be the subjects of such research, then the
presumption must normally be that there is some pos-
sibility of therapeutic benefit for the child. The child’s
parents or legal guardian must be fully informed and
consent obtained. The minimum age for entry into an
adult trials should be set at 18 years.

Dose escalation studies

66 Particular attention should be given to the design of
dose escalation studies to ensure that early indications
of dose limiting toxicity can be identified. Investigators
should set the initial dose tobeadministered topatients
at least two logs lower than themaximumsafe dosepre-
dicted by pre-clinical studies.

67 GTAC will normally wish to see details of the arrange-
ment for assessing toxicity and consideringprogression
to the next dose level. This might include details of the
parameters to be used in assessing adverse effects and
toxicity. Where there is a reference to standard criteria,
e.g. the NCIC toxicity criteria, it is not necessary to re-
produce these in full.

68 For certain protocols raising particular safety issues,
GTAC may wish to be provided with safety data for
each dose level before giving permission to proceed
to a higher dose. A case-by-case assessment will be
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made by GTAC when reviewing proposals to determine
whether investigators should seek approval for progres-
sion between doses. No unnecessary delay in granting
approval for to proceed to the next dose level is antici-
pated.

69 InanyPhase I study,no furtherpatients shouldbedosed
following anunexpected, clinicallymeaningful grade IV
toxicity until the investigator has adequately reviewed
the monitoring and safety data. Procedures for review
in this event should be detailed in the protocol. Any
necessary amendments to the protocol and patient in-
formation material should be approved by GTAC before
the trial recommences.

Additional clinical procedures

70 The protocol should detail the clinical procedures,
particularly those that are in addition to or differ from
normal patient care. This should include details of
any preliminary treatments, for example surgery or
chemotherapy to remove or reduce the number of ab-
normal cells.

71 The procedures and regime for administering the gene
therapy material should be given, including the nature
and timing of administration and monitoring.

72 If cells are to be removed and treated ex-vivo details
should be provided of the type of cells and the proce-
dures to be used.

Monitoring

73 Screening tests used solely for the purpose of the study
shouldbeexplainedand justified.Arrangementsshould
be set out for explaining to patients, and performing
those that arenot part of standard care, butwhich result
from participation in the study.

74 The arrangements for monitoring subjects before and
after the administration of the genetic material should
be given. It should specify the frequency and duration
of monitoring, the biochemical, physiological, patho-
logical tests to be done, the clinical endpoints of the
study and whether special post-mortem studies will be
requested if a patient dies.

75 The monitoring procedures should be designed with a
view to identifying at an early stage the possible side ef-
fects so that action can be taken to prevent or mitigate
such events. The relevance of tests used in monitoring
the study should be set out, together with sufficient de-
tail on those that are not standard practice to enable
their assessment. The way in which such tests are to
be analysed in relation to study end-point should be

madeclear, including thevalidationofnovel techniques
where appropriate. If material is to be stored and/or
transported long distances, evidence should be pro-
vided to show that the process of storage and/or trans-
port and any consequential delay, do not adversely or
unpredictably affect the results obtained.

76 Thereshouldalsobesomeconsiderationofthemethods
used to determine whether the gene sequences are in-
sertedandexpressed inthesubjects.Thismight include,
where available, tests to determine any non-target ef-
fects, suchasexpression inother tissuesor cellsor shed-
ding of vector into the wider environment.

77 A reference sample of the material injected should be
stored to allow for retrospective analysis. Where possi-
ble, it is also recommended that serum (and, if feasible,
cell) samples should be taken at suitable intervals and
stored to provide for retrospective analysis in the event
of adverse reactions.

78 GTAChasprepared separate guidanceonmonitoringof
studies involving adenovirus vectors (see references).

F Information for patients and consent

Patient information leaflets

79 The application should detail the arrangements for
informing prospective subjects, or their parents or
guardians in the case of children, about the research
before seeking consent to take part in the study. The
application to GTAC will need to include copies of the
patient information sheet that subjects will receive, as
well as any wider promotional material about the re-
search team or unit (including any material available
on the Internet) if this mentions gene therapy.

80 There should be a simple introductory document that
explains, in non-technical language, what is proposed.
This should be supported by arrangements for further
oral and/or written information. Advice on preparing
clear patient information material is at Annex 1.

81 GTAC is sensitive to the hopes and motives of potential
participants who have a life-threatening disease, and it
is imperative that they understand clearly when a trial
offers them no prospect of clinical benefit. It is also
important to make clear whether or not participation
in the initial non-therapeutic stages of a research pro-
gramme influences their eligibility for future therapeu-
tic studies.

82 GTAC also advocates appropriate independent coun-
selling for research subjects, and details of the arrange-
ments shouldbeclear fromtheproposal and thepatient
information leaflet.
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Consent

83 Research subjects should take part in gene therapy re-
search trials only after a full explanation of the proce-
dures, risks and benefits and after they have given their
consent, if they are capable of doing so.

84 Consent should also be sought for each participant’s
NHS number, in an anonymised form, to be sent to
GTAC and to be recorded on the central NHS register. In
order to obtain consent to the flagging arrangements,
two standard paragraphs should be inserted into the
patient information leaflet (see Annex 1).

Insurance

85 The proposal should confirm that appropriate insur-
ance or indemnities are in place to cover the partici-
pants in the trial.

Payments

86 Subjects shouldhave their travel andotheroutofpocket
expenses fully reimbursed. The patient information
sheet should make clear that they will not be expected
to meet the costs of any clinical procedures (material,
tests or medical care) related to the study.

G Details of investigator(s) and nature of the
research site

87 GTAC wishes to be satisfied that gene therapy is only
conducted in centres of excellence, until it can be con-
sidered to be a normal part of clinical research. There-
fore, the proposal should provide details of the staff (es-
pecially the Principal Investigator) and the facilities in
which the researchwill takeplace (theHost Institution).
In particular this information should demonstrate that
there is:
- a substantial multidisciplinary team of clinical re-

searchers,
- asuitable infrastructureof facilities inclinicaland lab-

oratory environments,
- on-site support ina rangeofdisciplines, includingmi-

crobiology/infection control, immunology, and;
- a proven track record of high-grade clinical research.

88 The proposal should be supported by a summary of
the relevant training and experience (in the form of a
brief CV) of the principal investigator (PI). The names
and qualifications of junior clinical and research staff
should also be provided. There should be appropriate
arrangements to ensure adequate supervision of junior

staff and access for the patients to the PI in the event of
problems or queries.

89 Arrangements should be in place to ensure that there
is no untoward conflict of interest, financial or other-
wise, between the trial sponsor and those individuals
responsible for enrolling and caring for the patients.

90 It is strongly recommended that the proposal identifies
an individual with day-to-day responsibility for overall
co-ordination, including liaison with GTAC. This might
not be the same person as the PI, recognising that such
peopleareoften involved inanumberof trials andother
activities.

Containment

91 The arrangements to safeguard people other than the
research subject, including clinical and non-clinical
staff, relatives andvisitors and thewider publicwill nor-
mally formpartof requirementsof theHealthandSafety
Executive. TheGTACproposal should, however, include
informationon the anticipatedhazards of theproposed
research and the proposed control measures. In partic-
ular it should highlight any measures over and above
those required for normal clinical care, such as keeping
the subject in isolationduring the study,handlingof any
dressing and any restrictions on visitors.

Writing information leaflets for those participating
in gene therapy research Annex 1

92 The following section is based on guidance first issued
in 1995. It provides more detailed advice for those with
clinical responsibility for participants and those with
responsibility for the design of gene therapy trials.

93 This guidance should be read with the sources of gen-
eral advice on patient information and consent (see
Bibliography).

Informing patients

94 Enabling the potential subjects of research to make a
decision whether or not they might participate is one
of the most important aspects of the ethical acceptabil-
ity of research. They must be well informed about the
procedures and risks of the protocol and the responsi-
bilities that they are being asked to take on. This is true
of all medical research which involves human subjects,
but is especially so in the field of gene therapy. Not only
is the topic unusually complex, but there is likely to be
a need for long term follow up.
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95 Although information can be given in a number of
ways, thewritten information leaflet isparticularly im-
portant and should always be provided. It is a perma-
nent record of the key points of any research trial, to
which the patient can refer, and therefore a critical el-
ement in informing consent. The document also pro-
vides a source of reference for families and friends. In
addition it gives both Local Research Ethics Commit-
tees (LREC’s) and GTAC an opportunity to assess this
aspect of the research protocol.

General principles

96 Thereisnosinglecorrectwayofwritinginformationfor
patients. The aim must be to present sufficient but not
excessive informationinaformthat isunderstandable.
This calls for thoughtful and tested use of language,
vocabulary and presentational techniques.

97 Understanding, and recall, of what to many patients
will seem to be complex information, are reduced by:
- anxiety
- poor presentation
- complex language, technical terms and jargon.

98 Conversely,understandingandrecall areenhancedby:
- keeping the format simple, so that it can be read and

re-read at leisure; use of plain English;
- ensuring that other modes of communication, such

as counselling, reinforce and amplify the written in-
formation, but do not contradict it.

99 Patients must be encouraged to ask questions about
the research. Time must be set aside for the investi-
gator togoover the informationwithpatients toensure
that they understand all the implications. Patients will
often only remember important questions after the
first counselling.

100 The advice contained in this guidance covers three as-
pects of preparing information leaflets:
- The information to be included
- How to present the information
- How to evaluate its effectiveness

What to include

101 It is important to anticipate common concerns. Below
are listed some common questions.
- Why have I been chosen for the study?
- Is the treatment really likely to cure me or not? The

answer should be unambiguous.
- There should be no false hope.
- Are there any risks or disadvantages for me?
- What will the treatment entail? How, when, where

andhowoftenwill itbeadministeredandmonitored?

- What will the side effects be? Will it be painful or
uncomfortable?

- What costs or inconveniences may I incur?
- What are the responsibilities placed upon me for

follow-up?
- What will the trial help to demonstrate?
- What action should be taken if I become unwell?
- Who can I talk to about this study?

102 The following points should be covered in addressing
these concerns.

Why the research programme is being undertaken

103 Explain the purpose of the study. This needs to cover:

a. The research questions being asked:

- Why are they important?
- How might they be answered?
- Why has gene manipulation been chosen?
- How the study has been designed:
- Increasing dosage. Why is this necessary?
- Use of placebo controls and what this means.
- Does the study involve more than one centre?
- Evaluation of results.

b. The implications of the research for the individual.

Research procedures

104 Describe and explain the procedure(s) and commit-
ment of participants in terms of time, costs, and how
data will be collected (such as blood tests, x-rays, in-
terviews).Describe any restrictions the researchmight
place on the patient, particularly the use of isolation
rooms and restrictions on visiting.

Consequences of participating

105 The predictable consequences of participating in the
study should be explained.

a. State whether or not there are possible benefits of
participating in the proposed study. For research
trials which are not reasonably expected to provide
a therapeutic benefit to participating patients the
information leaflet should clearly state that no di-
rect clinical benefit is expected to occur as a result
of participation in the study, although knowledge
may be gained that may benefit others.

b. Describe the nature and likelihood of risks, pain,
injury or other harm, that may occur.

c. Where it is appropriate to the patient, describe al-
ternative therapies, including those being assessed
in other research trials.
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Non-participation or withdrawal from the study

106 Emphasise that participation in any study is voluntary.
The decision to take part or not, should not influence
anypresentor future treatmentorcare.Patientsshould
knowthat theycanwithdrawfromthestudyatanytime
without having to give a reason for doing so. Draw at-
tention toanyadditional risks thatmightbeassociated
with an incomplete course of treatment.

Use of contraception

107 It is important to avoid the possibility that any of the
reagents used in gene transfer research could harm
a fetus. Advise women that they should not become
pregnant before or during the course of their partici-
pationinthestudy. Informbothmenandwomenwhen
effective contraception or abstinence is required dur-
ing the active phase of their participation in the study
and also for at least 3 months afterwards. Depending
upon the nature of the research trial the information
sheetmight advise anywomannot to participate if she
thinks she may wish to become pregnant.

Confidentiality/Privacy

108 Affirm that confidentiality of personal information of
trial participants will be protected. State who might
have access to their anonymised research records and
why this is necessary. In trials where personalised data
needs to be reviewed, the patient’s agreement must
be obtained and this aspect of the research should be
clearly explored in the information leaflet.

Long-term follow-up

109 It is important to evaluate the long termsafety andeffi-
cacyofgenetransfer.Thisrequiresco-operationofpar-
ticipants in follow-up beyond the active phase of the
study. Explain the need for this commitment from the
outset. The information leaflet or consent formshould
include a list of persons who can be contacted during
the follow-up period.

110 Patients participating in gene therapy studies will be
subject to clinical audit via the NHS central records
system. In addition they will be invited to participate
in theGTACFlaggingProject involvingtheNHSCentral
Registryand theOfficeofNationalStatistics. Proposers
are asked to seek informed consent from all subjects
at the time of their enrolment for monitoring of their
long-term health and on behalf of any children that
thepatientmayconceive followingparticipation in the
study.

111 The following paragraphs should be inserted into the
patient information leaflet.

“Gene Therapy is a new development. Every effort is
made tobe sure it is safebutweneed towatchout forany
unexpectedeffects.Tomake thispossible,allpeoplewho
have gene therapy are flagged by the NHS records sys-
tem. Accordingly, your NHS number and details of the
trial in which you are participating will be provided to
the Department of Health (DH) so that your participa-
tion in this trial can be recorded on theNationalHealth
Service Central Register. This information will be used
for purposes of long-term follow-up. You will not be
contacted by DH directly but your GP may be asked to
provide information on your health on occasion.

In theory, gene therapy could affect the next genera-
tion. To cover this possibility, any children born to a
person who had gene therapy will be flagged also and
followed throughuntil theyare 16 years old. This system
is subject to the same protection of confidentiality as all
medical records. Any studies of these medical records
will be under the supervision of theGene Therapy Advi-
sory Committee of the Department of Health who will
make sure confidentiality is respected.”

Further support

112 The information leaflet should make clear to potential
participants who can be approached for:
a. further information
b. counselling.

How to write it

113 Experience has shown that it is best to:
- keep sentences short
- make only one point in each sentence
- use simple words
- avoid technical termswhenever possible.When they

cannot be avoided, explain what the terms mean in
simple language

- repeat important points in different ways
- avoid crowding pages with too much information
- summarise the key points.

Evaluation of a patient information leaflet

114 To determine how well an information leaflet will be
understood it needs to be evaluated. Asking people
not acquainted with the area to read the leaflet is the
best way. They might include administrative or cleri-
cal staff in the hospital, or non-medical friends. The
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management of your hospital may be able to assist in
“piloting” the leaflet. Patient groups and other volun-
tary organisations are an important source of advice
on both design and piloting leaflets.

115 The two most common ways in which written in-
formation is evaluated formally involve using read-
ability formulae and through formal assessments by
patients.

116 The “readability” of any text can be estimated by the
application of standard formulae. Most modern word
processing software can derive these figures automat-
ically. The table below gives an interpretation of the
Flesch reading ease score. A reading ease score for
patient information leaflets of between 80 and 90 is
desirable.

Estimated

Verbal Percentage who

Reading ease description Typical text would understand

90–100 Very easy Comics 97

80–90 Easy Tabloids 95

70–80 Fairly easy Popular 90

60–70 Standard Magazine 90

50–60 Fairly hard Broadsheet 77

30–50 Difficult Academic 31

0–30 Very hard Scientific 7

117 Assessmentsof leafletsbypatientsmight includemea-
sures of understanding and satisfactionwith the infor-
mation provided.

Special issues

118 Potential subjects need time to make a decision about
their participation in the research. They should have
an opportunity to consider the information provided,
seek further information and to consult with a named
independent counsellor.

119 Where the study involves children who are not capa-
ble of giving consent, an information sheet for par-
ents or guardians should be prepared according to the
principles above. In addition, information should be
provided to the child which is appropriate to the un-
derstanding ability of that child.

120 Additional consideration should be given to the needs
and requirements of subjects whose first language is
not English. The importance of written information
is often greater in such circumstances. Special care
should be taken to have information leaflets in other
languages checked for accuracy, and to ensure cultural
and ethnic sensitivities are properly handled.

121 Everyeffort shouldalsobemadetoensure that individ-
ualswhohavedifficulty reading are not disadvantaged
through lack of information.
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Report on the potential use of gene therapy in utero

Gene Therapy Advisory Committee

Background

1 Sincegene therapywasfirstattempted in1989, therehave
been over 300 clinical protocols approvedworldwide. 30
research trials in patients have been considered in the
UK by the Gene Therapy Advisory Committee (GTAC)
established in 1993 to review such work [1].

2 There is a wide consensus that, at present, gene ther-
apy should be restricted to attempts to modify somatic
(body) cells so that changes will not be passed to suc-
cessive generations. GTAC has confirmed that its view
remains that gene modification of the germ line, where
effects could be transmitted to offspring, should not yet
be attempted.

3 To date, all but two of the trials of somatic gene therapy
consideredbyGTAChavebeen intended tobeperformed
in adults or young persons over 16 years. The two excep-
tions were in young children born with inherited single
gene disorders, Hurlers Disease and Severe Combined
Immuno-Deficiency (SCID), where it may be possible to
correct the gene deficiency before serious or life threat-
ening symptoms develop.

4 However in many genetic disorders it may not be possi-
ble to use such potential therapies after birth. In some
disorders the damage is already done before birth and
there may be good clinical reasons to intervene in utero
to try and correct the genetic damage.

5 Interventions in utero are not new. Surgical procedures
are used to correct the accumulation of fluid in the blad-
der or chest; steroid drugs can be infused into the devel-
oping fetus and transfusion of blood or platelets directly
into the fetus are established procedures.

c© Gene Therapy Advisory Committee.

Stem cell transplantation

6 To the list above, we must now add stem cell trans-
plantation. There is considerable scientific and clini-
cal interest in pluripotent haematopoietic stem cells
(PHSC) – those cells that can self renew and which pro-
duce all lineages of blood cell formation. The potential
to use PHSC before birth to treat congenital disease in
theory offers a number of possible advantages.

i. Because the fetal immune system has not yet de-
veloped, it will not reject foreign cells. Unlike bone
marrow transplantation post-birth there is no need
to match donor cells.

ii. The fetus will become “tolerant” to the foreign cells
allowing for further treatment after birth, againwith-
out the risk of rejection.

iii. Intervention inuterowill permit “correction”of adis-
order before clinical manifestations have developed.

7 There is already a considerable body of evidence, from
animalmodelsandfromasmallnumberof inuterotrans-
plantations of unmodified bonemarrowprogenitor cells
in human fetuses, that there is a “window of opportu-
nity” that technically permits and favours engraftment
of transplanted PHSC in utero.

8 There have already been a small number of such trials
during human pregnancies involving such disorders as
X-linked SCID, (alpha)thalassaemia, sickle cell anaemia
and (beta)thalassaemia.

9 Possible sources of human PHSC include cord blood,
fetal liver, adult bone marrow and adult peripheral
blood. The use of cells derived from another fetus raises
both practical and ethical issues, and to datemuchwork
has concentrated upon the use of adult derived cells as
a renewable, low risk and ethically acceptable source of
PHSC.
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10 The technical aspects of in utero cell transplantation
may be less complex than one might at first imagine.
The fetal circulation can be accessed transabdominally
under ultrasound from 17 weeks gestation. This tech-
nique is well established, in standard practice and the
risks associated with it are well documented. The ex-
perimental technique of coelocentesis which accesses
the exolcoelomic cavity by transvaginal puncture, may
offer the possibility of stem cell engraftment much ear-
lier in gestation (10+ weeks). Such very early interven-
tions do not raise the issue of fetal awareness and pain
(The Royal College of Obstetricians andGynaecologists
Working Party Report on Fetal Awareness, October 1997
[2], concluded that it is not possible for the fetus to be
aware of events before 26 weeks’ gestation).

The potential use of gene therapy in utero

11 A second approach will build on the PHSC trials de-
scribed above and will apply genetically modified cells
in utero – ie in utero gene therapy. It has been argued
that two key issues need to be addressed before such an
intervention is considered;

i. that there must be a clear advantage over post-natal
gene therapy;

ii. that there must be an advantage over therapy with
unmodified cells.

12 Pre-natal gene therapy has been proposed as most ap-
propriate in disorders which result in irreversible ill-
ness or death in the pre or neonatal period. Examples
may includeType2Gaucher’sDisease,Krabbe’sdisease,
Hurler’s Disease etc. Considerable interest in the possi-
bilities of gene therapy in utero was also stimulated by
a letter to the “Lancet” in March 1997 in which an ade-
novirus vector was used in utero to correct the cystic
fibrosis phenotype in mice [3].

Action by GTAC

13 At its September 1997meetingGTACagreed to establish
asubgrouponNewandEmergingTechnologies (NETS).

14 The remit of the subgroup is to aid GTAC to fulfil one of
its terms of reference “to advise UKHealthMinisters on
developments in gene therapy research and their impli-
cations”. The subgroup’s functionwas to report toGTAC
on areas of any new technology that may have implica-
tions for gene therapy research or techniques.

15 The subgroup was asked to look at the potential of
gene therapy in utero. Members were provided with

the Minutes of the December 1994 meeting of the US
Recombinant DNA Advisory Committee (RAC), which
discussed this subject and a review based upon papers
and posters presented at the “Second International
meeting on in utero stem cell transplantation and gene
therapy” held in September 1997 in Nottingham.

16 NETS met to consider this subject in November 1997
and presented its report to GTAC in February 1998.

NETS Report on in utero gene therapy

17 In considering the principles that should apply to in
utero gene therapy, NETS first revisited and reaffirmed
the six key elements currently employed byGTACwhen
considering gene therapy for adults and children. These
weredevelopedbyGTACupon the recommendationsof
the Clothier Committee Report of 1992 [4]. NETS con-
cludedthat theseprinciplesshouldalsoapplyto inutero
gene therapy.

18 These six principles state that;

a. gene therapy is research and not innovative treat-
ment;

b. only somatic therapy should be considered;
c. in view of safety and ethical difficulties germ line

interventions are off limits at present;
d. gene therapy should be restricted to life threaten-

ing disorders where no current alternative effective
treatments are available;

e. patients should take part in gene therapy research
trials only after a full explanation of the procedures,
risks and benefits and after they have given their in-
formed consent, if they are capable of doing so; and

f. recognising that some people, including young chil-
dren, may not be able to give such consent, thera-
peutic research involving suchpatientsmust not put
them at disproportionate risk.

19 The subgroup kept these principles inmind as they dis-
cussed in utero therapy issues, considered the papers
prepared by RAC and heard presentations from rele-
vant experts. The subgroup considered some of the key
issues raisedbybothstemcell transplantation (SCT)us-
ing PHSC and gene therapy interventions in utero. The
group considered both the scientific validity and the
potential treatment advantages of such therapies.

20 The group considered that SCT in utero offered thera-
peutic opportunities for a wide range of genetic disor-
ders, and that such techniques were much more likely
to be used in the short term than in utero gene therapy.

21 Fetal liver cells were identified as the transplant of
choice with discrete scientific advantages over either
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cord blood or cells derived from adults. The subgroup
noted that SCT with fetal liver cells is not a “new” tech-
nique having been first attempted in the UK over thirty
years ago.

22 The subgroup agreed that there are ethical issues in-
volved in the use of fetal tissues – those identified in the
PolkinghorneReport“ReviewoftheGuidanceontheRe-
search Use of Fetuses and Fetal Material”[5]. The NETS
subgroup endorsed the code of practice recommended
by the Polkinghorne Committee. Particular considera-
tion should be given to those who might decline the
use of fetal tissue whilst consenting to SCT using other
donor tissue.

23 In considering in utero gene therapy the subgroup
agreed that it was unlikely to be feasible in the short
term. Reasons included the lack of a strong list of can-
didate disorders for potential therapy, and that at this
stage, SCT offered better prospects for success.

24 The subgroup concurred with RAC’s concern that in
utero gene therapy may give rise to germ line effects.
It was noted that in a sheepmodel it had been possible
to transmit a gene insert in utero into multiple organs
and tissues and to have the foreign gene(s) pass to sub-
sequent generations.

25 The subgroup considered that there were particular
concerns about the risk of germ line involvement in
the use of a direct, or vector, mediated gene therapy
in vivo. Such interventions are unacceptable in view
of the safety and ethical difficulties that remain at
present.

26 In contrast, the subgroup considered that the use of ge-
netically modified stem cells in SCT was a possibility.
Such ex vivo modification would be unlikely to carry
with it any higher risk to the germ line than the trials
of post natal somatic gene therapy which have already
been approved. They agreed that ex vivo genetic mod-
ification prior to in utero SCT does not raise any new
ethical concerns and could be considered by GTAC in
the samemanner as somatic gene therapy.

Conclusions

27 Following their discussion, the subgroup concluded
that:

a. theydidnot consider that therewere anynewethical
issues raised by in utero gene therapy that were not
already recognised in other interventions in utero,
or in the use of gene therapy in other situations. The
issue of consent remains amatter solely for the preg-
nant woman.

b. In order to be ethical, the risks of the physical proce-
dures would need to be known.

c. The disorder or disease treated would need to be
life threatening, or associated with severe disability,
and forwhichno suitable treatment is available after
birth, in order to justify intervention in utero.

d. Existingconcernswith regard togene therapy, inpar-
ticular regarding the potential for germ line trans-
mission, remain. Such concerns would need to be
fully answered in the event of any protocols propos-
ing in utero gene therapy being presented to GTAC.

e. With this in mind, GTAC believes that the use of a
direct, or vector, mediated gene therapy in utero are
unlikely to be acceptable for the foreseeable future,
in view of the safety and ethical difficulties.

f. Somatic gene therapy protocols which involve ex
vivo genetic modification of stem cells prior to bone
marrow transplantation in infants have already re-
ceivedapproval fromGTAC.TheCommitteebelieves
that stem cell transplantation in utero would be un-
likely to carry with it significantly higher risk to the
germ line than suchpost natal somatic gene therapy.

g. Such interventions could be considered by GTAC in
the same manner as somatic gene therapy, ie sub-
ject to the strict criteria already established by the
Committee.

November 1998
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GLOSSARY

Genes

The biological units of heredity.

Gene therapy

The genetic modification of body cells of an individual patient,

directed to alleviating disease in that patient.
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Germ-line

The cells which transmit genetic information to the next generation.

They are the sperm in males and the egg cells in females.

In utero

In the womb.

Peripheral blood

Blood circulating around the body in veins and arteries.

Stem cells

A type of cell that can self renew and produce all types of blood cells.

Somatic cells

The cells which make up the body of an individual excluding the egg

or sperm cells.
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Human fertilisation and embryology authority
– code of practice (extracts)

5th edition 2001

Human Fertilisation and Embryology Authority

Part 7 Consent

General

Consent to examination and treatment

7.1 People generally have the right to give orwithhold con-
sent to examination and treatment. Centres’ attention
is drawn to the general guidance given in “A Guide to
Consent for Examination and Treatment” by the De-
partment of Health.

Treatment without consent

7.2 Centres may examine or treat people without first
obtaining their consent only in exceptional circum-
stances. The only circumstances likely to arise in the
course of infertility treatment services are where the
procedure is necessary to save the person’s life, cannot
be postponed, and they are unconscious and cannot
indicate their wishes.

Consent to the presence of observers

7.3 If a member of the centre’s team wishes an observer to
be present when a person is being examined, treated
or counselled, they should explain, preferably before-
hand, who the observer is and why this is desirable,
and ask the person whether there is any objection. If
the person objects, the observer should not attend.

General obligations

7.4 Centres should allowpeople seeking treatment, people
considering donation and those seeking storage suffi-
cient time to reflect on their decision, before obtaining

c©Human Fertilisation and Embryology Authority.

written consent. A copy of the consent form should be
given to the person giving consent.

7.5 Centres should ensure that people do not feel under
any pressure to give their consent.

7.6 In all cases, people giving consent may specify ad-
ditional conditions subject to which their gametes or
embryosmaybeusedor stored, andmay vary orwith-
draw their consent at any time provided that the ga-
metes, or embryos created from them, have not been
used in treatment services or a project of research.

7.7 Gametes must not be taken from anyone who is not
capableofgivingavalidconsentorwhohasnotgivena
validconsent toexaminationandtreatmentandanef-
fective consent to the use or storage of those gametes.

Children and Gillick Competence

7.8 The General Medical Council describes Gillick Com-
petence in their guidelines ‘Seekingpatients’ consent:
the ethical considerations’ (GMC, November 1998).

7.9 In these guidelines they state the following: “Youmust
assess a child’s capacity to decide whether to consent
or refuse proposed investigation or treatment before
you provide it. In general, a competent child will be
able to understand the nature, purpose and possible
consequences of the proposed investigation or treat-
ment, as well as the consequences of non-treatment.”

7.10 Centres are alsodirected to the guidance issuedby the
British Medical Association. Centres are advised that
if they are in doubt they should seek their own legal
advice.

Consent to storage

7.11 Anyone consenting to the storage of their gametes, or
of embryos produced from them, must:

333
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a. specify themaximumperiod of storage (if this is to
be less than the statutory storage period);

b. state what is to be done with the gametes or em-
bryos if they die, or become incapable of varying or
revoking their consent.

Statutory storage period

7.12 The normal storage period for gametes is usually 10
years, extension of this storage period is detailed in
paragraphs 7.34–7.35, below.

7.13 In the case of sperm that was already in store on
1 August 1991, the written consent of the person who
provided the sperm is not needed in order for storage
to continue legally. However, there is no obligation on
a centre to continue to store sperm where there is no
written agreement to do so.

7.14 The normal storage period for embryos is usually five
years, extension of this storage period is detailed in
paragraphs 7.36–7.39, below.

Consent to use

7.15 If theintentionistocreateanembryooutsidethebody,
thepersongivingconsent to theuseof anembryopro-
duced from their gametes must specify the purpose
or purposes for which it may be used, namely one or
more of:
a. to provide treatment for themselves, or themselves
and a named partner;

b. to provide treatment for others;
c. for research.

7.16 If consent to use sperm was given before 1 August
1991, that consent must be in writing and remain ef-
fective (i.e. not have been subsequently withdrawn).

7.17 If no written consent has been given before or after
1August 1991,nousecanbemadeof the spermunless
and until a consent to use is obtained.

7.18 It follows that where a person providing sperm has
died and there is no written consent in existence no
use can be made of the sperm.

7.19 If it is proposed that embryos are to beused, the terms
of the consent of a person storing embryos produced
using her eggs must be compatible with the consent
of the man who provided the sperm.

Consent to export

7.20 The specific consent of people providing gametes
must be obtained to the export of those gametes or
of embryos produced using them (see also paragraph
9.32, below).

Posthumous use

7.21 Insemination of a woman at a licensed centre us-
ing her late husband’s or partner’s sperm is regulated
under the HFE Act. For this to take place the man
must have given consent to the posthumous use of
his sperm to treat the woman.

7.22 People seeking treatment shouldbe informed that the
HumanFertilisation andEmbryology Act states that if
the spermof aman isusedafter his death in treatment
services i.e. for insemination, IVF or embryo transfer,
he is not to be regarded in law as the father of any
offspring produced from that treatment.

7.23 Similarly, if an embryo produced using the egg of a
woman who has since died is used in treatment, the
woman who provided the egg is not to be regarded in
law as the mother of the child.

7.24 If donation of an embryo is being considered in the
event of death or mental incapacity both partners
should undergo screening as outlined in paragraphs
4.10–4.18.

People seeking treatment

Additional information

7.25 Aswell as considering the requirementsofparagraphs
7.1–7.24 above, no licensed treatment shouldbe given
to any woman without her written consent to that
particular treatment. The written consent should ex-
plain the nature of the treatment and the steps that
are to be taken, and indicate that she has been given
all the information referred to in paragraph 6.1–6.6
above. The woman should be given the opportunity
to decide whether she wishes to consent to all stages
of her IVF and GIFT treatment before it begins, or
whether she would prefer to consider the number of
eggs or embryos to be replaced after they have been
retrieved. If she is to undergo frozen embryo replace-
ment she should be asked to consider the number
of embryos to be replaced at that stage. Examples
of consent forms appear in Annex E. A copy of the
consent form should be given to the person giving
consent.

7.26 If it is possible that the question of treatmentwith do-
nated gametes or embryos derived from them may
arise, the centre should raise the matter with the
person(s) seeking treatment beforehand. The centre
should allow persons sufficient time to reflect be-
fore asking for consent to treatment with donated
material.
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Consent of the husband or male partner
and legal fatherhood

7.27 As well as the general advice given above (paragraphs
7.1–7.24), centres should adopt the procedures de-
scribed in the following paragraphs in the interests of
preventing or resolving a dispute at a later stage about
the fatherhood of a child (paragraph 3.15a).

7.28 A woman’s husband will be the legal father of a child
born as a result of treatment using donated sperm,
unless they are judicially separated or he can prove
that he did not consent to the treatment. If a married
woman is being treated with donated sperm, centres
should explain the position and ask her whether her
husband consents to the treatment. If he does, the
centre should take all practicable steps to obtain his
written consent. If the woman does not know, or he
does not consent, centres should, if she agrees, take
all practicable steps to ascertain the position and (if
this is the case) obtain written evidence that he does
not consent.

7.29 If a woman is being treated together with amale part-
ner, using donated sperm, and she is unmarried or
judicially separated or her husband does not consent
to the treatment, her male partner will be the legal
father of any resulting child. Centres should explain
this to them both and record at each appointment
whether or not the man was present. Centres should
try toobtain thewrittenacknowledgementof theman
both that they are being treated together and that do-
nated sperm is to beused. Centres should also explain
that when a child is born to an unmarried couple the
male partnermay not have parental responsibility for
that child. Unmarried couples concerned about how
parental responsibility affects their legal rights should
seek their own legal advice.

People providing gametes and embryos for donation

Additional information

7.30 Aswell as considering the requirementsofparagraphs
7.1–7.24 above, if the intention is to donate gametes
for the treatment of others, including the creation of
an embryo for that purpose, the person considering
donationmust consent in writing to their use for that
purpose.

7.31 The centre does not have to obtain the consent of
the donor’s partner to the donation of the gametes.
However, if the donated gametes are to be used for
treatment, and the person providing the gametes is

married or has a long-term partner, centres should
encourage people providing gametes for donation to
ask their partner to consent inwriting to the use of the
gametes for treatment.

7.32 The centre should be prepared to accept the financial
loss if the womanwithdraws after preparation for egg
recovery has begun.

People seeking long term storage of gametes
and embryos

Additional information

7.33 Aswell as considering the requirementsofparagraphs
7.1–7.23 above, people seeking long term storage of
gametes may give consent to storage separately from
consent to use.

7.34 In addition to the requirements of paragraphs 7.12–
7.13 above centres should be aware that, the normal
storage period for gametes is 10 years, although ga-
metesmay be stored formore than 10 yearswhere the
personseekingstoragewasunder45yearsofagewhen
the gametes were placed in storage and providing the
other conditions for an extended storage period have
been satisfied.

7.35 Centres should ensure that anyone wanting to store
gametes formore then 10 years satisfies all the condi-
tions for an extended storage period before their con-
sent is obtained.

7.36 As well as the requirements of paragraph 7.14 above
centres should be aware that, the normal storage pe-
riod for embryos is usually five years, although em-
bryosmaybestored formore thanfiveyearswhere the
womanwhowouldbe treatedby the embryoswas un-
der 50 yearswhen the embryoswere placed in storage
and providing the other conditions for an extended
storage period have been satisfied .

7.37 Centres should ensure that anyone wanting to store
an embryo for more then five years satisfies all the
conditions for anextended storageperiodbefore their
consent is obtained.

7.38 People storing embryos produced using their eggs
must specify the purpose for which theymay be used,
namely to provide treatment for themselves, or them-
selves and a named partner.

People involved in an egg sharing arrangement

Additional information

7.39 Aswellasconsidering therequirementsof paragraphs
7.1–7.7; 7.11 and 7.14–7.31 above, statutory HFEA
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consent forms should be completed and signed as
follows:

a. The egg provider should complete aHFEA(00)7 for
the use of the eggs and the storage of the embryos
created for her own use. This HFEA(00)7 should be
completed as though the egg provider was an IVF
patient in accordance with HFEA guidance for the
completion of HFEA (00)7.

b. Theeggprovider shouldalsocompleteaSEPARATE
HFEA(00)7 for the use of the donated eggs and the
embryos created for use by the recipient couple.
This second HFEA (00)7 should be completed as
though the egg provider was an egg donor in ac-
cordance with HFEA guidance for the completion
of HFEA(00)7.

7.40 This arrangement allows different conditions to be
placed on the storage of any spare embryos that may
be created and cryopreserved. Using only one (00)7
does not allow consent to be varied in this way. It
should be emphasised that, in accordance with the
HFE Act, the provider may withdraw or vary her con-
sentup to the timeanembryo containingher gametes
is used in treatment services or research, including
cryopreserved embryos.

7.41 Any implications thatmay result from thewithdrawal
of consent should bemade clear to all parties prior to
treatment commencing. This should be fully detailed
in the information given to the egg provider and the
egg recipient. It should also be included in thewritten
agreements.

7.42 The male partner of the egg provider and of the egg
recipient should complete HFEA (00)6 in accordance
with HFEA guidance as necessary.

Part 9 Use of gametes and embryos

General

Obtaining gametes and embryos

9.1 Centres may only import and export gametes and em-
bryos inaccordancewithDirectionsmadebytheHFEA.

9.2 Centres may only transport gametes and embryos be-
tween licensedpremises in accordancewithDirections
made by the HFEA.

9.3 Where any part of treatment services is to take place in
premises not covered by a licence (a satellite centre),
the law requires the licensed centre intending to carry
out the subsequent embryo transfer to ensure that all
the requirements of the HFE Act, the Code of Practice
and any Directions made by the HFEA are complied
with before any part of the treatment begins. These

requirementscover information,counselling, thewel-
fare of the child and confidentiality. Copies of theHFE
Act and theCodeof Practice shouldbe suppliedby the
licensed centre to the satellite centre.

Clinical use

9.4 Eggs or sperm that havebeen subjected toprocedures
that carry an actual or reasonable theoretical risk of
harm to their developmental potential, and embryos
created from them, should not be used for treatment.
Treatment centres should satisfy the HFEA that suffi-
cient scientific evidence is available to establish that
any procedures used do not prejudice the develop-
mental potential of the gametes or embryos.

9.5 Similarly, embryos that have themselves been subject
to procedures that carry an actual or reasonable the-
oretical risk of harm to their developmental potential
should not be used for treatment. Treatment centres
should satisfy the HFEA that sufficient scientific ev-
idence is available to establish that any procedures
used do not prejudice the developmental potential of
the embryos.

9.6 Attempts to produce embryos in vitro should not be
made if there is no intention to store or use the result-
ing embryo(s), unless there is a specific reason why it
is necessary to do so in connection with the provision
of treatment services for a particularwoman.On each
such occasion, the reason should be explained to the
woman, implications counselling should be offered
and the written consent of each person providing the
gametes must have been obtained.

9.7 Frozen embryo transfer is a regulated activity.When a
womanwhohas stored an embryo andwishes to have
the embryo transferred in treatment, the centre must
consider her for treatment in the normal way, taking
into account the welfare of the potential child.

9.8 Gametes or embryos that have been exposed to ama-
terial risk of contamination that might cause harm
to recipients or to any resulting children should not
be used for treatment. If there is any doubt, centres
should seek expert advice.

9.9 Centres shouldnot select the sex of embryos for social
reasons.

9.10 Centres should not use sperm sorting techniques in
sex selection.

9.11 Centres should not attempt to produce embryos in
vitro by embryo splitting for treatment purposes.

Termination and disposal

9.12 The special status of thehumanembryo is fundamen-
tal to theprovisionsof theHFEAct. The terminationof
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thedevelopmentof ahumanembryoand thedisposal
of the remaining material are sensitive and delicate
issues. Centres should take full account of this when
considering how the development of an embryo is to
bebrought toanend,andwhat is tohappenthereafter.
The approach to be adopted will depend on whether
the embryos are being stored for treatment or to be
used for research.

9.13 Whereanembryo isno longer tobekept for treatment,
the centre shoulddecidehow it is to be allowed toper-
ish, and what is to happen to the perished material.
The procedure should be sensitively devised and de-
scribed, and should be communicated to the people
forwhomthe embryowasbeing stored if they sowish.

9.14 In the case of embryos used for research, the cen-
tre should decide at the outset the duration of the
culture period, the method that is to be used to ter-
minate development, and the procedure which will
ensure that embryos do not continue to develop
after fourteen days or (if earlier) the appearance of
the primitive streak.

People seeking treatment

Additional information

9.15 Aswell as considering the requirementsofparagraphs
9.1–9.14, centres may allow a man to provide sperm
producedat home in exceptional circumstances.Nor-
mally sperm should be produced in a licensed centre.
If a centre does allow a man to provide sperm pro-
duced at home the centre should take all reasonable
steps tosatisfy itself that thespermhasbeenproduced
by thatman, notmore than two hours previously, and
that ithasnot subsequentlybeen interferedwith.That
the sperm has been produced at home, and that the
centre is satisfied theaboveconditionshavebeenmet,
should be formally noted in patient records.

9.16 Centres should ensure that facilities as detailed in
Paragraph 2.5 are still available to patients if required.

9.17 Where embryos have been created using partner
sperm produced at home and donation is being con-
sidered, the fact that the sperm was not produced at
a licenced centre should be taken into account.

9.18 No more than, either, three eggs or three embryos
should be placed in a woman in any one cycle, re-
gardless of the procedure used.

9.19 Womenshouldnotbetreatedwith thegametesorwith
embryos derived from the gametes of more than one
man or woman during any treatment cycle.

9.20 Before donor insemination treatment begins, there
shouldbediscussionwith theclientabout thenumber

of treatment cycles to be attempted before further in-
vestigation into the causes of lack of success (if this
arises). This matter should be reviewed at regular in-
tervals.

9.21 Centres may supply sperm for home insemination if,
but only if, there are exceptional circumstances mak-
ing it impracticable or undesirable for the woman to
be inseminated at the centre, and the procedures set
out in paragraphs 9.22–9.26 are followed.

9.22 Where sperm is supplied for home insemination this
should always be noted and the exceptional circum-
stances explained in the treatment records.

9.23 As with all other donor insemination treatment, the
giving of information, assessment of the client, con-
sideration of the welfare of the child and an offer of
counselling are required in accordance with the HFE
Act and other Code of Practice guidelines. If it is de-
cided to offer home insemination, centres should ob-
tain an undertaking in writing from the woman to be
offered treatment that the sperm will be used by her
alone.

9.24 Before supplying sperm forhome inseminationacen-
tre should obtain an undertaking in writing from the
woman to supply information to the centre about the
outcome of the treatment.

9.25 The HFE Act forbids the supply of frozen sperm to
a person not covered by a licence, and centres may
thereforeonly supply spermin theprocessof thawing.
Provided that the woman has attended the clinic for
assessment purposes, the sperm may be supplied to
either, her in person or by courier.

9.26 The use of a dry shipper, or any other containment
vessel that would keep the sperm in a frozen or pre-
served state after leaving the licensed centre is strictly
prohibited by the HFE Act.

9.27 Centres should complete DI treatment cycle form
(96)2 in the normalway, entering the date of supply or
posting as the date of insemination and noting on the
form that the sperm was supplied for home insemi-
nation.

People providing gametes and embryos for donation

Additional information

9.28 Aswell as considering the requirementsofparagraphs
9.1–9.14, centres should only allow a donor to pro-
vide sperm produced at home in exceptional circum-
stances. Normally sperm should be produced in a
licensed centre. If a centre does allow a donor to pro-
vide sperm produced at home the centre should take
all reasonable steps to satisfy itself that the sperm has
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been produced by thatman, notmore than two hours
previously, and that it has not subsequently been in-
terfered with (so as to ensure that the screening pro-
cedures outlined in paragraphs 4.10–4.18 remain ef-
fective). That the sperm has been produced at home,
and that the centre is satisfied the above conditions
have been met, should be formally noted in patient
records.

9.29 Where embryos have been created using partner
sperm produced at home and donation is being con-
sidered, the fact that the sperm was not produced at
a licenced centre should be taken into account.

9.30 Donated gametes or embryos should not be used for
treatment once the number of live birth events that
haveoccurredas a result of donations fromthatdonor
has reached 10. It is the responsibility of the supplier
and of the user to agree an appropriate procedure for
ensuring that the limit is not exceeded.

9.31 This limit of 10 may be exceeded only in exceptional
cases, e.g. where a recipient wishes to have a subse-
quent child fromthesamedonor.TheHFEAshouldbe
notified whenever the limit is exceeded. If the person
providing gametes for donation has specified a limit,
this must never be exceeded.

9.32 Centres must not export gametes from donors who
haveproduced10 livebirthevents in theUK(seepara-
graphs 9.30 and 9.31, above).

People seeking long term storage of gametes
and embryos

Additional information

9.33 Aswell as considering the requirementsofparagraphs
9.1–9.14, insemination of a woman at a licensed cen-
tre using her late husband’s or partner’s sperm is reg-
ulated under the HFE Act (see paragraphs 7.21–24).

Part 11 Research

General

General standards

11.1 All research that involves the creation, keeping or us-
ing of human embryos outside the body must be li-
censed by theHFEA. A centremust apply to theHFEA
for a separate licence for each research project.

11.2 TheHFEAmay grant licences for research projects for
the following purposes only:

a. to promote advances in the treatment of infertility;
b. to increase knowledge about the causes of congen-
ital disease;

c. to increase knowledge about the causes of miscar-
riages;

d. to develop more effective techniques of contra-
ception;

e. to develop methods for detecting the presence of
gene or chromosome abnormalities in embryos
before implantation.

f. increasing knowledge about the development of
embryos;

g. increasing knowledge about serious disease; or
h. enabling any such knowledge to be applied in

developing treatments for serious disease.
11.3 The HFEA cannot grant a licence unless it is satisfied

that the use of human embryos is necessary for the
purposes of the research.

Prohibitions

11.4 The following activities are prohibited by law:
a. keeping or using an embryo after the appearance
of the primitive streak or after 14 days, whichever
is the earlier;

b. placing an embryo in a non-human animal;
c. replacing a nucleus of a cell of an embryo with a
nucleus taken from the cell of another person, an-
other embryo, or a subsequent development of an
embryo;

d. altering the genetic structure of any cell while it
forms part of an embryo.

11.5 Embryos that have been appropriated for a research
project must not be used for any other purposes.

11.6 Centres should refer each research project to a prop-
erly constituted ethics committee for approval before
applying for a research licence.

11.7 Centreswithin theNHS should refer researchprojects
to the relevant Multiple Centre Research Ethics Com-
mittees (MREC) and/or Local Research Ethics Com-
mittee (LREC) of the relevant Health Authority. Cen-
tres outside the NHS may also refer projects to the
LRECbypriorarrangement,ormaywishtosetuptheir
own committee. If so this should be an independent
body of not fewer than five members. The chairman
should be independent of the centre. No more than
one third of its members should be employed by or
have a financial interest in the centre. Membership
of the ethics committee should be approved by the
HFEA. For further information on the establishment
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and operation of a research ethics committee, centres
should contact the Department of Health.

11.8 Proposals for research projects involving the use of
embryos will be submitted for peer review to appro-
priate academic referees chosen by the HFEA.

11.9 Centres’ attention is drawn to paragraphs 7.4–7.19 on
consent to storage and use of gametes and embryos,
paragraphs 9.4–9.11 on the use of gametes and em-
bryos that havebeen subject to procedures thatmight
prejudice their developmental potential, and para-
graphs 9.12–9.14 on the termination and disposal of
embryos that have been used for research.

Fifth Edition
Revised April 2001

The full Code of Practice can be read on
http://www.hfea.gov.uk

Human Fertilisation and Embryology Authority
Paxton House
30, Artillery Lane
London E1 7LS

Tel: 0207 377 5077
Fax 0207 377 1871
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Protecting the interests of research participants
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Guidelines for researchers – patient information
sheet and consent form

Central Office for Research Ethics Committees

The guidance which follows applies primarily to multi-
centre pharmaceutical studies and encompasses the ICH
Good Clinical Practice guidelines. However, the principles
andmuch of the content will be of use to researchers writ-
ing information sheets in their particular fields, for trials
involving patients, patient volunteers and healthy volun-
teers. Youwill find it helpful to refer also to other guidelines
produced for writing patient information sheets.
Potential recruits to your research study must be given

sufficient information to allow them to decide whether or
not they want to take part. An Information Sheet should
contain informationunder theheadingsgivenbelowwhere
appropriate, and in theorder specified. It shouldbewritten
in simple,non-technical termsandbeeasilyunderstoodby
a lay person. Use short words, sentences and paragraphs.
‘The readability’ of any text canbe roughly estimatedby the
applicationof standard formulae.Checksonreadabilityare
provided in most word processing packages.
Consumers for Ethics in Research (CERES) publish a

leafletentitled ‘MedicalResearchandYou’.This leafletgives
more information about medical research and looks at
some questions potential recruits may want to ask. You
may obtain copies from CERES, PO Box 1365, London
N16 0BW.
Use headed paper of the hospital/institution where the

research is being carried out. Patient Information Sheets
submitted to an MREC should be headed simply ‘Hospi-
tal/Institution/GPPracticeheadedpaper’. If youarea local
researcherforanMRECapprovedstudy,thePatientInfor-
mationSheet shouldbeprintedon localhospital/surgery
paper with local contact names and telephone numbers
before it is submitted to the LREC.Unheaded paper is not
acceptable.

c© Central Office for Research Ethics Committees.

1 Study title

Is the title self explanatory to a lay person? If not, a simpli-
fied title should be included.

2 Invitation paragraph

This should explain that the patient is being asked to take
part ina researchstudy.The following is a suitableexample:

‘You are being invited to take part in a research study. Before you

decide it is important for you to understand why the research is

being done and what it will involve. Please take time to read the

following information carefully and discuss it with others if you

wish. Ask us if there is anything that is not clear or if youwould like

more information. Take time to decide whether or not you wish to

take part.

Thank you for reading this.’

3 What is the purpose of the study?

Thebackground and aimof the study should be givenhere.
Also mention the duration of the study.

4 Why have I been chosen?

You should explain how the patient was chosen and how
many other patients will be studied.

5 Do I have to take part?

You should explain that taking part in the research is en-
tirely voluntary. You could use the following paragraph:-

343
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‘It is up to you todecidewhetherornot to takepart. If youdodecide

to take part you will be given this information sheet to keep and

be asked to sign a consent form. If you decide to take part you are

still free to withdraw at any time and without giving a reason. A

decision towithdraw at any time, or a decision not to take part, will

not affect the standard of care you receive.

6 What will happen to me if I take part?

You should say how long the patient will be involved in the
research, how long the researchwill last (if this is different),
how often they will need to visit a clinic (if this is appropri-
ate) and how long these visits will be. You should explain if
the patient will need to visit the GP (or clinic) more often
than for his/her usual treatment and if travel expenses are
available. What exactly will happen e.g. blood tests, x-rays,
(over and above those involved in standard diagnosis and
treatment), interviews etc.? Whenever possible you should
draw a simple flowchart or plan indicating what will hap-
penat each visit.What are thepatient’s responsibilities? Set
down clearly what you expect of them.
You should set out simply the research methods you in-

tend to use – the following simple definitions may help:

Randomised trial
Sometimes because we do not know which way of treating
patients is best, we need tomake comparisons. People will
be put into groups and then compared. The groups are
selected by a computer which has no information about
the individual – i.e. by chance. Patients in each group then
have a different treatment and these are compared.
You should tell the patients what chance they have of

getting the study drug/treatment e.g. a one in four chance.

Blind trial
In a blind trial you will not know which treatment group
you are in. If the trial is a double blind trial, neither you
nor your doctor will know in which treatment group you
are (although, if your doctor needs to find out he/she can
do so).

Cross-over trial
Inacross-over trial thegroupseachhave thedifferent treat-
ments in turn. Theremaybeabreakbetween treatments so
that the first drugs are cleared from your body before you
start the new treatment.

Placebo
A placebo is a dummy treatment such as a pill which looks
like the real thingbut isnot. It containsnoactive ingredient.

7 What do I have to do?

Are there any lifestyle restrictions? You should tell the pa-
tient if there are any dietary restrictions. Can the patient
drive?, drink?, take part in sport? Can the patient continue
to take their regularmedication? Should the patient refrain
from giving blood? What happens if the patient becomes
pregnant?
Explain (if appropriate) that the patient should take the

medication regularly.

8 What is the drug or procedure that is being tested?

Youshould includea shortdescriptionof thedrugordevice
and give the stage of development.
You should also state the dosage of the drug andmethod

of administration. Patients entered into drug trials should
be given a card (similar to a credit card) with details of the
trial they are in. They shouldbe asked to carry it at all times.

9 What are the alternatives for diagnosis or
treatment?

For therapeutic research the patient should be told what
other treatments are available.

10 What are the side effects of any treatment received
when taking part?

For any new drug or procedure you should explain to the
patients the possible side effects. If they suffer these or any
other symptoms they should report them next time you
meet. You should also give them a contact name and num-
ber to phone if they become in any way concerned. The
name and number of the person to contact in the event of
an emergency (if that is different) should also be given.
The known side effects should be listed in terms the pa-

tient will clearly understand (e.g. ‘damage to the heart’
rather than ‘cardiotoxicity’; ‘abnormalities of liver tests’
rather than ‘raised liver enzymes’). For any relatively new
drug it should be explained that there may be unknown
side effects.

11 What are the possible disadvantages and risks of
taking part?

For studieswhere there couldbeharm to anunborn child if
the patient were pregnant or became pregnant during the
study, the following (or similar) should be said:
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‘It is possible that if the treatment is given to a pregnant woman

it will harm the unborn child. Pregnant women must not there-

fore take part in this study, neither should women who plan to

becomepregnant during the study.Womenwho are at risk of preg-

nancy may be asked to have a pregnancy test before taking part to

exclude the possibility of pregnancy. Women who could become

pregnant must use an effective contraceptive during the course of

this study. Any woman who finds that she has become pregnant

while taking part in the study should immediately tell her research

doctor.’

Use the pregnancy statement carefully. In certain circum-
stances (e.g. terminal illness) itwouldbe inappropriateand
insensitive to bring up pregnancy.
There should also be an appropriate warning and advice

formen if the treatment could damage spermwhichmight
therefore lead to a risk of a damaged fetus.
If future insurance status e.g. for life insurance or pri-

vate medical insurance, could be affected by taking part
this should be stated (if e.g. high blood pressure is de-
tected.) If the patients have private medical insurance you
should ask them to check with the company before agree-
ing to take part in the trial. They will need to do this to
ensure that their participation will not affect their medical
insurance.
You should state what happens if you find a condition

of which the patient was unaware. Is it treatable? What are
you going to do with this information? What might be un-
covered?

12 What are the possible benefits of taking part?

Where there is no intended clinical benefit to the pa-
tient from taking part in the trial this should be stated
clearly.
It is important not to exaggerate the possible benefits to

the particular patient during the course of the study, e.g.
by saying they will be given extra attention. This could be
seen as coercive. It would be reasonable to say something
similar to:

‘We hope that both (all) the treatments will help you. However,

this cannot be guaranteed. The information we get from this study

may help us to treat future patients with (name of condition)

better.’

13 What if new information becomes available?

If additional information becomes available during the
courseof the researchyouwill need to tell thepatient about
this. You could use the following:

‘Sometimes during the course of a research project, new infor-

mation becomes available about the treatment/drug that is be-

ing studied. If this happens, your research doctor will tell you

about it and discuss with you whether you want to continue in

the study. If you decide to withdraw your research doctor will

make arrangements for your care to continue. If you decide to con-

tinue in the study you will be asked to sign an updated consent

form.

Also,onreceivingnewinformationyourresearchdoctormightcon-

sider it to be in your best interests to withdraw you from the study.

He/she will explain the reasons and arrange for your care to con-

tinue.’

14 What happens when the research study stops?

If the treatment will not be available after the research fin-
ishes this should be explained to the patient. You should
also explain to them what treatment will be available in-
stead. Occasionally the company sponsoring the research
may stop it. If this is the case the reasons should be ex-
plained to the patient.

15 What if something goes wrong?

You should inform patients how complaints will be han-
dled and what redress may be available. Is there a proce-
dure in place? You will need to distinguish between com-
plaints from patients as to their treatment by members of
staff (doctors, nurses etc.) and something serious happen-
ing during or following their participation in the trial i.e. a
reportable serious adverse event.
Where there are no Association of the British Pharma-

ceutical Industry (ABPI)orotherno-fault compensationar-
rangements, and the study carries risk of physical or signif-
icant psychological harm, the following (or similar) should
be said:

‘If you are harmed by taking part in this research project, there

are no special compensation arrangements. If you are harmed due

to someone’s negligence, then you may have grounds for a legal

action but you may have to pay for it. Regardless of this, if you

wish to complain, or have any concerns about any aspect of the

way you have been approached or treated during the course of this

study, thenormalNationalHealth Service complaintsmechanisms

should be available to you.’

Where there are ABPI or other no-fault compensation ar-
rangements the following (or similar) should be included:

‘Compensation for any injury caused by taking part in this study

will be in accordance with the guidelines of the Association of the
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British Pharmaceutical Industry (ABPI). Broadly speaking the ABPI

guidelines recommend that ‘the sponsor’, without legal commit-

ment, should compensate you without you having to prove that it

is at fault. This applies in cases where it is likely that such injury

results from giving any new drug or any other procedure carried

out inaccordancewith theprotocol for the study. ‘The sponsor’will

not compensate youwhere such injury results from any procedure

carried out which is not in accordance with the protocol for the

study. Your right at law to claimcompensation for injurywhere you

can prove negligence is not affected. Copies of these guidelines are

available on request.’

16 Will my taking part in this study be kept
confidential?

You will need to obtain the patient’s permission to allow
restricted access to their medical records and to the infor-
mation collected about them in the course of the study. You
should explain that all information collected about them
will be kept strictly confidential. A suggested formofwords
for drug company sponsored research is:

‘If you consent to take part in the research any of your medical

records may be inspected by the company sponsoring (and/or the

company organising) the research for purposes of analysing the

results. They may also be looked at by people from the company

and from regulatory authorities to check that the study is being

carried out correctly. Your name, however, will not be disclosed

outside the hospital/GP surgery.’

or for other research:

‘All information which is collected about you during the course

of the research will be kept strictly confidential. Any informa-

tion about you which leaves the hospital/surgery will have your

name and address removed so that you cannot be recognised

from it.’

You should always bear inmind that you, as the researcher,
are responsible for ensuring that when collecting or us-
ing data, you are not contravening the legal or regulatory
requirements in any part of the UK. This is not the respon-
sibility of the REC.
You should explain that for studies not being conducted

by a GP, the patient’s own GP will be notified of their par-
ticipation in the trial. This should include other medical
practitionersnot involved in theresearchwhomaybetreat-
ing the patient. You should seek the patient’s agreement
to this. In some instances agreement from the patient that
their GP can be informed is a precondition of entering the
trial.

17 What will happen to the results of the research
study?

You should be able to tell the patients what will happen to
the results of the research. When are the results likely to be
published? Where can they obtain a copy of the published
results? Will they be told which arm of the study they were
in? You might add that they will not be identified in any
report/publication.

18 Who is organising and funding the research?

The answer should include the organisation or company
sponsoring or funding the research (e.g. Medical Research
Council, Pharmaceutical Company, charity, academic in-
stitution).
The patient should be told whether the doctor conduct-

ing theresearch isbeingpaid for includingandlookingafter
the patient in the study. This means payment other than
that to cover necessary expenses such as laboratory tests
arranged locally by the researcher, or the costs of a research
nurse. You could say:

‘The sponsors of this study will pay (name of hospital department

or research fund) for including you in this study’ or

‘Your doctor will be paid for including you in this study.’

19 Who has reviewed the study?

Youmaywish to give thenameof theResearchEthicsCom-
mittee(s) which reviewed the study (you do not however
have to list the members of the Committee).

20 Contact for further information

You should give the patient a contact point for further in-
formation. This can be your name or that of another doc-
tor/nurse involved in the study.

Remember to thank your patient for taking part in this
study!

The patient information sheet should be dated and given a
version number.

ThePatient Information Sheet should state that the patient
will be given a copy of the information sheet and a signed
consent form to keep.
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(Form to be on headed paper )
Centre Number::
Study Number:
Patient Identification Number for this trial:

CONSENT FORM

Title of Project:

Name of Researcher:
Please initial box

1. I confirm that I have read and understand the information sheet dated ......................
(version ............) for the above study and have had the opportunity to ask questions.

�

2. I understand that my participation is voluntary and that I am free to withdraw at any time,
without giving any reason, without mymedical care or legal rights being affected.

�

3. I understand that sections of any of mymedical notes may be looked at by responsible
individuals from [company name] or from regulatory authorities where it is relevant to my taking
part in research. I give permission for these individuals to have access to my records.

�

4. I agree to take part in the above study. �

Name of Patient Date Signature

Name of Person taking consent Date Signature
(if different from researcher)

Researcher Date Signature

1 for patient; 1 for researcher; 1 to be kept with hospital notes
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ABPI Guidance note
– patient information and consents for clinical trials

Association of the British Pharmaceutical Industry

This guidance provides a checklist as to the items which
ought to be covered when a Member Company is design-
ing (for use in connection with a company-sponsored clin-
ical trial in the United Kingdom) (a) an information leaflet
to be provided to patients as candidates for inclusion in a
clinical trial and (b) the form of consent for signature by
patients prior to inclusion. Both forms should be provided
separately and be approved by an appropriate Ethics Com-
mittee. It is not intended to recommend any particular for-
mat for thesepurposes.Somesponsoringcompaniesprefer
most information to be in the information leaflet, and the
consent form merely to recite that consent has been given.
Although this note suggests recitation of key matters in the
Consent Form this is not critical provided the relevant in-
formation is drawn to the patient’s attention in the leaflet.
Obviously it is desirable that whatever the format, it is ‘user
friendly’ and as comprehensive as possible for lay readers.

In preparing this guidance consideration has been given
to legal, medical and ethical principles, the requirements
of the Declaration of Helsinki, and to other relevant texts
including the Report of the Royal College of Physicians of
London entitled ‘Research Involving Patients’ ( January
1990) (‘the RCP Report’); CPMP/ICH guidelines on ‘Good
Clinical Practice’; (CPMP/ICH/135/95).

Compliance with the recommendations in this guidance
note does not obviate the need to add to or adjust any doc-
uments to take account of any unusual features in a trial.
Moreover, it is always important to ensure that all other
aspects of ‘Good Clinical Practice’ are followed.

This guidance is designed for patients proposed for entry
into a clinical trial as distinct from volunteers for a Phase 1
Study.

The checklists follow, (words in italics are ancillary notes
to each main item):

c©Association of the British Pharmaceutical Industry.

(a) Patient Information (to be provided to
candidates for inclusion in a clinical trial)

(i) Identify main items and describe the purpose of the
study
Link with reference to the Protocol Number. Always
state the study concerns ‘a medicine, audit or device
under research’. Provide the name and contact details
of the studydoctor and refer to thenameof the sponsor
on whose behalf the study is being conducted.

(ii) Explain participation in voluntarybutwhyinvitation
has been issued.

(iii) Explain who is involved in the study
Indicate how many patients in the study. Some ethics
committees have apparently wanted to know in ad-
dition how many patients have received the study
drug so far and generally want this communicated
in the patient information. This would only be rele-
vant in Phase II and III trials.

(iv) Explain what is involved (for the patient) by partici-
pation in the study
If, in addition to treatment, the patient has to undergo
other procedures (e.g. blood tests), this must be ex-
plained also. If the study involves a placebo or com-
parison treatments, this must be clearly stated. Indi-
cate number of times visits must be made to doctor,
hospital and/or elsewhere, and what will be involved.

(v) State the expected duration of the study.
(vi) Provide any instruction about record-keeping.

(vii) Indicate where and how further information can be
obtained (Notethatthepatientwillbe informedofnew
information material to the consent if this becomes
known during the progress of the study).

(viii) Describe possible side-effects and what to do if con-
cerned
Explain what to do about unexpected side-effects.

348
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(ix) Provide any instructions relating to consumption of
other medicines, food, drinks etc whilst in the study.

(x) Provide any instructions relating to any restrictions
on driving, using machinery, sport or other activities
whilst in the study.

(xi) In exceptional circumstances, where it is applica-
ble to the patient population, instructions should
be provided for pregnant patients or patients who
might become pregnant.
Such patients are normally excluded from clinical
trials.

(xii) Explain benefits of and risks (as reasonably foreseen)
of participating in the study
Benefit can be for the patient, society at large or both.
Refer to potential benefits and risks of alternative ther-
apies, if applicable. Inform the patient of the physical
and psychological risks both in terms of the magni-
tude of the risk (chance of it arising) and its potential
seriousness.

(xiii) Explain rights to withdraw from study without giv-
ing a reason and without any prejudice to continuing
rights to treatment and alternative therapy
Explain that the doctor may also decide to withdraw
a patient from the study and why. If possible patients
should be told what the alternative treatments are.

(xiv) Explain how data is recorded and who may have
access to it and the source documentation.
Record that the patient’s general practitioner will
be informed about the patient’s participation in the
study. Access may be available to Doctors, Study mon-
itors and clinical trial auditors, ethics committees and
regulatory authorities.
Thestudyresultsmaybepublicised.Thepatient’s iden-
tity will not be disclosed in publication.

(xv) Explain that compensation may be available for any
injury attributable to administration of a medici-
nal productwithin the trial or any clinical interven-
tion or procedure provided for by the protocol that
wouldnothaveoccurredbut for the inclusionof the
patient in the trial.
Record that compensationwill be considered in accor-
dance with the ‘Clinical Trial Compensation Guide-
lines’ issued by ABPI (1991, reprinted 1994), where ap-
plicable, and inform the patient that a copy of the
guidelines can be made available on request.

(xvi) Explain if travel or other costs will be reimbursed and,
if so, to what extent and how, and specify any other
payment made to patients who participate.

Other information may be included if appropriate. Updates
should be provided when necessary.

As a final note, the following extract is re-produced from
the RCP Report.

‘It is unreasonable to ask a patient to agree on the spot to
take part in research which either involves more than mini-
mal risk or involves extended inconvenience or discomfort.
Time should be allowed for the patient to consider the po-
sition, to read the Information Sheet in unhurried circum-
stances and to discuss it with a friend or relative. The time
required for this will depend on what seems appropriate
in the circumstances. For research which is low risk or un-
demanding it might, for example, be quite acceptable for a
patient attending a hospital clinic or a general practitioner
to have a cup of tea and to reach a decision within a few
minutes. In other circumstances it might seem appropri-
ate for the decision to be declared at a different visit on a
different day.’

(b) Patient consent form (to be signed by
patients prior to inclusion within a
clinical trial)

(i) Refer to the Study by name and the Protocol by num-
ber as well as the name of the patient.

(ii) Confirm the patient has read and understood the
Patient Information Leaflet which should be attached
to the Consent Form for identification purposes.

(iii) Confirm name, address and phone number of the
Study Doctor for the patient.

(iv) Confirm discussion of the patient’s possible partici-
pation with study (or other nominated) Doctor.

(v) Confirm the patient’s duties to report possible side-
effects, other health changes, and/or changes to
medical treatment.

(vi) Confirm (when Study Doctor is not the patient’s GP)
that Study Doctor may contact General Practitioner
to obtain medical records.

(vii) Confirm the patient’s understanding about access to
data.

(viii) Confirm the patient has had an opportunity to ask
questions and has received satisfactory answers.

(ix) Confirm the patient has received enough informa-
tion about the Study to ensure the patient appreciates
what the research entails.

(x) Confirm the patient’s right to withdraw from the trial
at any time, without having to give a reason, and
without any prejudice to continuing treatment.

(xi) Confirm the patient is agreeing to participate on a
voluntary basis.

(xii) Confirm the retention of all legal rights for the patient
and, where applicable, eligibility for compensation



350 Manual for Research Ethics Committees

in accordance with the ‘Clinical Trial Compensation
Guidelines’ issued by ABPI (1991).

The patient should sign and date the consent form per-
sonally to be followed by a signature and date from the
doctor who has conducted the discussion about participa-
tion in the study to confirm that proper counselling has
taken place and the consent was freely given. For patients
who cannot read, or have intellectual or other difficulties in
speech or understanding, an impartial witness should also
sign and date the form to confirm that (s)he was present

when the counselling took place and that in the opinion
of the witness the consent of the patient was based upon
a reasonable understanding of what the research involved.
Further guidance (eg the RCP Report) should be sought
and followed where the patient is a child or suffering from
incapacity. The patient should be given a copy of the pa-
tient information and consent form when signed for future
reference.

The Association of the British Pharmaceutical Industry
12 Whitehall London SW1A 2DY
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Protection and use of patient information

1 The accompanying booklet offers guidance on the pro-
tection and use of patient information. It is being issued
following consultation with a wide range of organisa-
tions, including those representing the NHS, the health
professions and patients.

Status of the guidance

2 The guidance is based on two fundamental considera-
tions:
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i patients’ expectation, set out in the Patient’s Charter,
that information about them will be treated as confi-
dential;

ii the importance of making patients fully aware that
NHS staff and sometimes staff of other agencies need
to have strictly controlled access to such information,
anonymised wherever possible, in order to deliver,
plan andmanage services effectively.

3 Patient information is currently protected by the com-
mon law duty of confidence and, in the case of com-
puterised information, by theData Protection Act 1984.
There are some other specific statutory provisions (for
example, relating to information about sexually trans-
mitted diseases), as well as professional ethical duties of
confidence.

4 The recently adopted EC Directive on Data Protection
mustbeimplementedbyOctober1998.Thepresentguid-
ance acknowledges this, but further specific guidance
may be necessary once detailed consideration has been
given to its provisions.

5 The guidance is consistent with the Code of Practice on
Openness in the NHS. Subject to the duty of confidence
to patients, the guidance does not affect the rights of
staff to raise concerns about the delivery of care or other
matters: see NHS Executive (1993) Guidance for staff on
relations with the public and the media.

6 In support of the action called for in this circular the
Executive will be reviewing all uses of person identifi-
able health data for purposes other than direct care and
clinical research, to ascertain the extent to which identi-
fyingdetails are justifiedand toensure thatwhereperson
identified data is justified it is adequately protected.

7 Somerelevantpublicationsby theNHSExecutiveandthe
DataProtectionRegistrar arementioned in theguidance.
EL(95)108 required all NHS bodies to review their infor-
mation management and technology security measures
prior to connecting to theNHS-wide networking system.
Acomputersecuritymanualwillbe issuedshortly.Recent
Audit Commission reports, obtainable fromHMSO, have
also addressed some of the issues: For Your Information:
A Study of Information Management and Systems in the
Acute Hospital (1995) and Setting the Record Straight: A
Study of Hospital Records (1995).

Action

8 Each NHS body, including all separate NHS data users
under the Data Protection Act, must adopt clear policies
and procedures on the use and protection of patient in-
formation. These should be drawn to the attention of all
staff and must:

i be consistent with the enclosed guidance;
ii include locally agreed arrangements for ensuring that

patients arepersonallymadeawareof thepurposes to
which information about themmay be put, as well as
ways in which they can exercise choice;

iii be drawn to the attention of other bodies providing or
working inconjunctionwithNHSservices,and,where
necessary, discussed or agreed with them;

iv be subject to monitoring and audit.
9 AlLNHSorganisations (including thenewauthorities set
up in April 1996) should therefore review their security
arrangements against the requirements of this guidance
by end July 1996. FHSAs should ensure that appropri-
ate action is taken in GP practices. The NHS Executive’s
Medical Director will be writing to all GPs on the subject
shortly. All necessary remedial action should be imple-
mented byNovember 1996whenRegional Officeswill be
seeking assurance fromTrust andHealth Authority Chief
Executives that all actions has been completed.
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Chapter 1

Introduction

1.1. This guidance is based on:
i patients’ expectation that information about them
will be treated as confidential; and

ii the importance of making patients fully aware that
NHS staff and sometimes staff of other agencies
need to have strictly controlled access to such in-
formation, anonymised wherever possible1.

1.2. It is in everyone’s interests that the NHS functions
efficiently and effectively and makes best use of the re-
sources available to it. To that end personal information
about patients is not only essential for the prime task of
delivering personal care and treatment. It is necessary for
a number of other purposes:
i assuring and improving the quality of care and treat-
ment (eg through clinical audit);

ii monitoring and protecting public health;
iii coordinating NHS care with that of other agencies (eg

local authority, voluntary and independent services);
iv effective health care administration, in particular:

- managing and planning services;
- contracting for NHS services, including the payment

1 See paragraphs 1.3 and 4.5.

of staff and health care units for services and the au-
thorisation of extra-contractual referrals2;

- auditing NHS accounts (including the work of exter-
nal auditors appointed by the Audit Commission) and
accounting for NHS performance;

- risk management (eg health and safety);
- investigating complaints and notified or potential
legal claims;

v teaching;
vi statistical analysis and medical or health services

research to support (i)–(v).

1.3. As a consequence, patient information will be seen
and used by a number of NHS professional and adminis-
trative staff, as well as staff of other agencies contributing
to a patient’s care. Most patients would be unlikely to trust
staff with detailed information about themselves and their
clinical condition if they thought this might be passed on
to others without proper controls. It is therefore a central
tenet of the NHS that, in the words of the Patient’s Charter
and you (1995), “everyoneworking for the NHS is under a
legal duty to keep your records confidential”. In addition
the present guidance makes clear that personal informa-
tion should be anonymised wherever possible.

EC Directive on Data Protection

1.4. The Directive on Data Protection, adopted by the
Council of the EuropeanUnion inOctober 1995, has impli-
cations for personal information generally, not only that
relating to health. Member states must give effect to its
provisions by 24 October 1998.

1.5. One of the Directive’s main purposes is to safeguard
“the fundamental rightsof individuals”.Aswithourexisting
domestic law, the Directive:

� establishes a set of principles with which users of per-
sonal information must comply (eg fair and lawful
“processing”3 of information; information to be

2 See EL(92)60: NHS Executive, Handling confidential information

in contracting: A Code of Practice; EL(95)75: NHS Executive, Handling

Confidential Patient Information in Contract MinimumData Sets
3 Under Article 2(b) of the EC Directive, “processing” is “any op-

eration or set of operations which is performed upon personal data,

whether or not by automaticmeans”. In relation to theData Protection

Act 1984 (see paragraph 4.2), which is concerned only with automatic

processing, the term means “amending, augmenting, deleting or rear-

ranging thedataorextracting the informationconstituting thedataand,

in the case of personal data, means performing any of those operations

by reference to the data subject . . . The definition does not specifically

refer to operations suchas transmission, display orprintingof the infor-

mation contained in the data.However, in order to performany of these

operations, extractionof the informationmust occur and, therefore, the

datahavebeenprocessed” (DataProtectionRegistrarGuideline2,1994).
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collected and processed only for specific purposes; in-
formation to be accurate and up to date, and retained
in a formwhich identifies the subject only for as long as
is necessary for the purpose);

� gives individuals the right to gain access to information
held about them; and

� provides for a supervisory authority to oversee and en-
force the law.

The Directive also:
i permits the processing of health information where
this is required“for thepurposesofpreventivemedicine,
medical diagnosis, the provision of care or treatment
or the management of health care services, and where
thosedataareprocessedbyahealthprofessional subject
undernational lawor rulesestablishedbynational com-
petent bodies to the obligation of professional secrecy
or by another person also subject to an equivalent obli-
gation of secrecy” (Article 8, paragraph 3);

ii requires certain information to be provided to individ-
uals whose personal information is processed;

iii applies both to computerised and manual records, and
to some existing records as well as thosemade after im-
plementation.

Purpose of the guidance

1.6 The Directive reflects many of the practices already
established in the NHS and confirmed in this guidance.
In the meantime, the guidance sets out:
� the basic principles governing the use of patient infor-
mation (section 2);

� informingpatientswhy information is needed, how it is
used and their own rights of access to it (section 3);

� safeguarding information required forNHS and related
purposes (section 4);

� the circumstances in which information may be
passed on for other purposes or as a legal requirement
(section 5).

Chapter 2

Basic principles

2.1 In general – and in all walks of life – any personal in-
formation given or received in confidence for one purpose
maynotbeused foradifferentpurposeorpassed toanyone
elsewithout the consent of theprovider of the information.
This duty of confidence is long-established at common
law, but with proper safeguards, need not be construed so

rigidly that, when applied to the NHS or related services,
there is a risk of its operating to a patient’s disadvantage or
that of the public generally. Indeed, as a number of inquiry
reports have shown, the prompt flow of accurate informa-
tion in sensitive areas such asmental health and child care
can often be for the benefit and safety of all concerned.

2.2 Personal information held on a computer system is
safeguarded by the Data Protection Act 1984: see para-
graph 4.2. This places obligations on those who record
or use information, while at the same time giving speci-
fied rights to people about whom information is held. The
Computer Misuse Act 1990 provides criminal sanctions
against unauthorised access (“hacking”) or damage to
computerised information4.

2.3 In addition health professionals have ethical duties of
confidence5.

Patient information

2.4 In this guidance the term, “patient information”,
applies to all personal information about members of the
public held inwhatever formbyor forNHSbodies or staff6.

4 Under the Copyright, Designs and Patents Act 1988 it is illegal

to copy computer software without the copyright owner’s (or software

developer’s) permission.
5 See paragraph 4.1 (iii). In this guidance generally “health profes-

sionals” refers to staff contributing to health care and to other profes-

sional staff, suchasmicrobiologists,whohave access to relevantpatient

information. The extent of their personal involvement in decisions re-

lating to the use and protection of information will depend on a num-

ber of factors, including the particular circumstances of a case and lo-

cally agreed policies and practice. For the specific purposes of access

to health records legislation and theData Protection Act 1984 “health

professional” includes the following: registered medical practitioner,

dentist, optician (ie optometrist or ophthalmic medical practitioner)

or pharmaceutical chemist; registered nurse, midwife or health visitor;

registered chiropodist, dietician, occupational therapist, orthoptist or

physiotherapist; clinical psychologist, child psychotherapist or speech

therapist; art or music therapist employed by an NHS body; or scientist

employed by such a body as head of a department.
6 The guidance thus applies to NHS patients receiving care within

or outside the NHS, as well as private patients being cared for in NHS

units. “Patient” should be taken where necessary to include “client” (eg

a blood donor or a social services client to whose care the NHS is con-

tributing) and others, such as research volunteers or people assessed

psychiatrically at magistrates’ courts, who may not always be patients

as such. “NHS bodies” include health authorities, special health au-

thorities, Trusts, general practices, hospitals and other units providing

services: in fact, all parts of the NHSwhich handle patient information.

They include also bodies such as the Prescription Pricing Authority,

Dental Estimates Boards, Public Health Laboratory Service and the De-

partment of Health. In addition the Office for National Statistics and

other contractors handle some patient information on behalf of the

NHS.
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As well as obvious material such as medical records, it in-
cludes personal “non-health” information (eg a patient’s
name and address or details of his or her financial or
domestic circumstances). Inmost instances such informa-
tion will have been provided by the patient or added by
NHS staff, but sometimes a relative or other person will be
the source.

The relationship with patients

2.5 It isneitherpracticablenornecessary to seekapatient’s
(or other informant’s) specific consent each time informa-
tion needs to be passed on for a particular purpose. The
public expects the NHS, often in conjunction with other
agencies, to respond effectively to its needs; it can do so
only if ithas thenecessary information.Therfore,anessen-
tial feature of the relationship between patients and the
NHS is the need for patients to be fully informed of the
uses to which information about them may be put: see
section 3 and paragraph 4.4.

When information may be passed on

2.6 In summary, information may be passed to someone
else:
� with the patient’s consent for a particular purpose; or
� on a “need to know” basis if the following circumstances
apply:
i for NHS purposes (including where services are either
providedunder contract to theNHSorarebeingplanned
or provided with other agencies 7):

a the recipient needs the information because he or
she is ormay be8 concerned with the patient’s care
and treatment (or that of another patient whose
health may be affected by the condition of the origi-
nal patient, such as a blood or organ donor)9; or

b the use of the information can be justified for the
sort of wider purposes described at paragraph 1.2;
or

7 See paragraphs 4.12 (iv) and 4.14–17.
8 For example, when a number of cases, some not currently con-

cerning a particular member of staff, are discussed within a multi-

professional team or when a nursing team hands over charge of a ward

to another team.
9 Carers are often regarded as members of the care team: see para-

graph 5.1. Under current guidance (HSG(92)2) hospital chaplains (or

other religious representatives who are NHS staff) are also regarded as

members of the team and may therefore be given information about a

patient unless the patient has indicated otherwise. However, it is good

practice to ask the patient on registration if he or she has a religious

affiliation. Information many not be passed to a religious organisation

or its representatives outside the NHS without the patient’s consent.

ii the information is required by statute or court order;
or

iii passing on the information can be justified for other
reasons, usually for the protection of the public: see
section 5.

Chapter 3

Keeping patients informed

Providing advice on how patient information is used

3.1 AllNHSbodiesmusthave anactivepolicy for inform-
ingpatientsofthekindofpurposesforwhichinformation
about themiscollectedandthecategoriesofpeopleoror-
ganisations towhich informationmayneed to bepassed.
Where other bodies are providing services for or in con-
junction with the NHS, those concerned must be aware of
each others’ information policies10.

3.2 Subject to some important common elements (see
paragraph 3.6), the precise arrangements for informing
patients are for local decision, taking account of views
expressed by community health councils, local patient
groups, staff, and agencies with which the NHS body is
in close contact. However, those concerned should bear in
mind that:
i asageneral rule,patientsshouldbetoldhowinformation
would be used before they are asked to provide it and
must have the opportunity to discuss any aspects that
are special to their treatment or circumstances;

ii advice must be presented in a convenient form and be
available both for general purposes and before a partic-
ular programme of care or treatment begins.

3.3 Methods of providing advice include:
� leaflets enclosed with patients’ appointment letters
or provided when prescriptions are dispensed;

� GP practice leaflets and/or notification on initial
registration with a GP;

� routinely providing patientswith necessary informa-
tion as a part of care planning;

� identifying someone to provide further information
if patients want it.

3.4 Theremustbearrangements forpeoplewhosefirst lan-
guage isnotEnglishorwhohaverestrictedvisionor reading
skills.

10 For example, general guidance for local authority social services

was issued with LAC(88)17 HN(88)24 HN(FP)(88)22 and renewed by

LASSL(92)9.
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3.5 Notices in waiting areas, newsletters, and other publi-
city materials can help to reinforce the general approach,
but are insufficient on their own.

3.6. Amodel notice for patients is atAnnex A. Thismay be
adapted to local circumstances, though the core messages
it contains are standard across the NHS and must always
be identified.Patients registeringwithaGPshouldbemade
aware that certain basic personal information will be kept
on a central register11.

Patients’ right of access to their own records

3.7 The Patient’s Charter identifies “the right to have ac-
cess to your health records”:
i subject tocertain safeguards,patientsmaysee theirown
manual health recordsmadeafter 1November 1991 and
earlier records if they are necessary to understand the
later ones (Access toHealthRecordsAct 1990: seeNHS
Executive (1991) Access to Health Records Act 1990: a
guide for the NHS). Patients do not have to give reasons
for seeking access;

ii although there is no general statutory right to see man-
ual recordsmade before November 1991, access should
be given whenever possible, subject to the judgment
of the health professionals responsible for the patient’s
care and safeguards for other peoplewhomayhavepro-
vided information about the patient;

iii there is specific guidance on access to records made at
any time sought in connection with legal proceedings:
see paragraph 5.5;

iv there are also rights of access under:
a the Data Protection Act 1984 which, with some ex-
emptions, entitles individuals to a copy of compute-
rised information held about them;

b theAccess toPersonal Files Act 1987which concerns
personal information held by local authority social
servicesandmay thereforebe relevant incasesof joint
care; and

c the Access to Medical Reports Act 1988 in respect of
reports for employers and insurance companies.

11 The NHS Central Register for England and Wales (NHSCR) dates

from 1951, having previously been part of the more general system of

national registration begun during the Second World War. A compute-

rised index now contains very basic personal details of all patients reg-

isteredwith aGPonor since 1 January 1991. It doesnot contain clinical

information. The main functions of the NHSCR are to keep track of

patients moving on and off registration lists and to control the issue of

NHS numbers.

Chapter 4

Safeguarding information required for NHS and
related purposes

Who has a duty of confidence?

4.1 The duty of confidence derives from the personal
nature of the information recorded. It is unaffected by
questions of who owns or holds particular records. Con-
sequently, the following all have responsibilities for pro-
tecting information:
i allNHSbodiesand thosecarryingout functionsonbe-
half of the NHS have a common law duty of confidence
to patients and a duty to support professional ethical
standards of confidentiality;

ii everyone working for or with the NHS who records,
handles, stores or otherwise comes across information
has a personal common law duty of confidence to pa-
tients and to his or her employer12. This applies equally
to those, such as students or trainees, on temporary
placements;

iii health professionals have, by virtue of professional
regulation, an ethical duty of confidence which, when
considering whether information should be passed on,
includes paying special regard to the health needs of the
patient and to his or her wishes;

iv other individuals and agencies to whom information
is passed legitimately may use it only as authorised
for specific purposes and possibly subject to particu-
lar conditions.

Data Protection Act 1984
4.2 All “personal data” (including patient information)
relating to living individuals13 that are held on a com-
puter system are subject to the Data Protection Act 1984.
With the growth of information technology, this is increas-
ingly the prime reference point for those using personal in-
formation: see The Guidelines (3rd series, 1994) published
by the Data Protection Registrar. The Act is underpinned
by the eight principles at Annex B. NHS bodies that use
computerised information must register with the DPR

12 Non-NHS staff working in health care settings, such as hospital

social workers or teachers in hospital schools, are subject to similar

duties of confidence, as are social services staff and thoseof other caring

agencies.
13 In general the NHS should treat in confidence information about

deceased patients, though the needs of relatives for certain informa-

tion may require particular attention and sensitivity. Death certificates

are not confidential. A deceased person’s date and place of death are

recorded on the NHS Central Index (see paragraph 3.6).
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the purposes for which they hold personal information,
sources and disclosures. It is a criminal offence to hold or
disclose information in breach of the registration require-
ments of the Act.

Responsibility for passing on information

4.3 NHS bodies (and others performing NHS functions)
are accountable for their decisions to pass on informa-
tion.Suchdecisionsshouldusuallybe takenby thehealth
professional responsible for a patient’s care and treat-
ment or on the advice of anominated senior professional
within that body.Only theminimum identifiable informa-
tion should be used: see paragraph 4.5.

4.4 If a patient wants informationwithheld from someone
who might otherwise have received it in connection with
his orher careor treatment, thepatient shouldbe informed
of anyhealthor social care implications or of other relevant
factors (eg the importance for the patient of the long-term
record held by the GP). The patient’s wishes should be re-
spected unless, as, for example, at paragraphs 5.2–7, there
are overriding considerations to the contrary. The reason
for not passing on information must be noted.

Non-identifiable information
Anonymised information
4.5 Where anonymised information14 would be sufficient
for a particular purpose, identifiable information should
be omitted wherever possible. In that event, all reasonable
steps must be taken to ensure that the recipient is unable
to trace the patient’s identity15. However, the fact that in-
formation has been anonymised does not of itself remove
the duty of confidence. It may still be passed on but only
for a justifiable purpose. The removal of personal details
may in any case be insufficient to protect a patient’s iden-
tity: for example, in some instances where the information
relates to rare conditions, other characteristics ormaybe to
particular units or areas of the country.

Aggregated information
4.6 Making available aggregated information about per-
formance and activity in the NHS is an important aspect

14 “Anonymised information”refershere to that fromwhichaperson’s

identity and other identifying details have been removed. “Aggregated

information” (see paragraph 4.6), usually statistics, is compiled from

personal information relating to a number of patients.
15 Theremaybesomecircumstances (eg thesurveillanceofsomerare

conditions) in which, while it is necessary to be able to trace a patient,

the removal or coding of his or her name or some other identifying

features can provide an additional degree of confidentiality.

of accountability and a means of fostering public aware-
ness of how taxpayers’ money is spent and the range of
services provided. Aggregated information is also vital for
much research and development (see paragraph 4.20) and
for certain pharmaceutical and other health-related pur-
poses. However, aggregating selective information about a
small number of patients may not always safeguard con-
fidence adequately. Those with control of the information
must make a judgement, taking into account clinical and
other relevant considerations16, as to the point at which
aggregated material on its own cannot be regarded as per-
sonal and identifiable “patient information”. In these cir-
cumstances, provided that patients in general are made
aware that personal informationmay be used to prepare
statistics tosupport thesortofpurposesatparagraph1.2,
the aggregated information may be used or passed on for
those purposes. The Department of Health is giving fur-
ther consideration to theuseofaggregatedoranonymised
information.

If confidence is breached
4.7 Theunauthorisedpassingonofpatient informationby
any member of staff or person in contract with the NHS is
a serious matter, always warranting consideration of dis-
ciplinary action and possibly risking legal action by oth-
ers. In addition health professionals may be subject to ac-
tion by their regulatory bodies. In their own interests and
those of patients, all staffmust bemade aware of the pos-
sibly severe consequences of breaching patient confi-
dence. NHS bodies are strongly advised to include a duty
of confidence requirement in employment contracts or
other documents setting out terms and conditions. Staff
should be assured that this is not intended to detract from
the general climate of openness in the NHS and that, sub-
ject to their duty of confidence to patients, they have both
rights and responsibilities to raise concerns about health
care issues: see NHS Executive (1993) Guidance for staff
on relations with the public and the media. Staff newly re-
cruited, especially administrative staff who may need to
see confidential information, should have their attention
drawn to the NHS body’s policies and procedures for pro-
tecting patient information.

4.8 Patients who feel that confidence has been breached
may want to use the NHS complaints procedures,17 which

16 Such as the type of information, size of the sample, degree of diffi-

culty or means of identifying individuals, other relevant information to

which recipients or a wider audience may have access, and economic,

social or cultural factors.
17 See interim guidance on new arrangements from 1 April 1996 in

EL(95) 121.
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will be published In March 1996, or those of professional
bodies. They have a right under the Patient’s Charter to be
toldhow to complain or how tomake comments or sugges-
tions18. In the case of computerised information there is a
statutory right to complain to theData ProtectionRegistrar
(see DPR leaflet, Your Complaint: What happens when you
complain to the Data Protection Registrar), as well as rights
to take action for compensation if the individual has been
damaged19 and to have inaccurate personal information
corrected or erased.

Patients unable to give consent
4.9 As the law stands20, nobody is empowered to give con-
sent on behalf of an adult. However, if a patient is un-
conscious or unable due to his or her mental or physical
condition to give informed consent or to communicate a
decision, decisions to pass on information will in practice
usually be taken by the health professionals concerned,
taking into account the patient’s best interests and, as nec-
essary, the views of relatives or carers. Such circumstances
will usually arise when a patient has been unable to give
informed consent to treatment. An earlier refusal to partic-
ular informationbeingpassedon, givenwhile apatienthad
the capacity to decide, should, unless there are overriding
considerations to the contrary, be regarded as decisive in
circumstances similar to those envisaged by the patient.

Children and young people
4.10 Young people aged 16 or 17 are regarded as adults
for purposes of consent to treatment and are therefore en-
titled to the same duty of confidence as adults. Children
under 16 who have the capacity and understanding to
take decisions about their own treatment are entitled also
to decide whether personal information may be passed
on and generally to have their confidence respected (eg
they may be receiving treatment or counselling about
which they do not wish their parents to know21). In other

18 The NHS complaints procedure should apply equally to services

provided under contract to the NHS. Paragraph 4.12(iv) below empha-

sises that contracts with non-NHS agencies must include obligations

on confidentiality.
19 i.e.by inaccurate personal data or by loss or unauthorised destruc-

tion or disclosure of personal data: see DPR Guideline 5.
20 Law Commission report 231 (1995) made proposals on decision-

making for people who are mentally incapacitated. The Government

announced in January 1996 that it did not intend to enact the Com-

mission’s draft Bill on mental incapacity as it stood but would issue a

consultation document.
21 In Gillick v West Norfolk and Wisbech Health Authority [1986] AC

112 it was held that, where a child is under 16 but has sufficient under-

standing in relation to theproposed treatment togive (orwithhold) con-

sent, his or her consent (or refusal) should be respected. However, the

child should be encouraged to involve parents or other legal guardians.

instances, decisions to pass on personal information may
be taken by a person with parental responsibility in con-
sultation with the health professionals involved.

4.11 In childprotection cases theoverridingprinciple is to
secure the best interests of the child. Therefore, if a health
professional (or other member of staff) has knowledge of
abuse or neglect itmay be necessary to share this with oth-
ers on a strictly controlled basis so that decisions relating
to the child’s welfare can be taken in the light of all relevant
information22.

Security measures

4.12 Ensuring the security and accuracy of patient infor-
mation is a responsibility of management and staff at all
levels: seeNHSExecutive (1992) Information Systems Secu-
rity: Top level policy for the NHS. In particular:
i arrangements for the storage and disposal of all pa-
tient information (both manually recorded and com-
puter based)must protect confidentiality;

ii under theDataProtectionAct securitymeasuresmust
be inplace toprotect computerised information.Mea-
sures toprotect informationon theNHS-widenetwork-
ing system are set out in EL(95) 108. The NHS Secu-
rity ReferenceManual (1996) contains further advice on
computer security.

iii care should be taken to ensure that unintentional
breaches of confidence do not occur: for example, by
not leaving files, fax machines or computer terminals
unattended, double-checking to avoid transmitting in-
formation to the wrong person, not allowing sensitive
conversations to be overheard, and guarding against
people seeking information by deception23;

iv where a non-NHS agency or individual is contracted
to carry out NHS functions, the contract must draw
attention to obligations on confidentiality and require
that patient information is:

a. treated and stored according to specified security
standards; and

b. used only for purposes consistent with the terms of
the contract.

Action in the event of confidencebeing breached (eg ter-
mination of contract) should be specified.

22 See, eg, DH/BMA/Conference of Medical Royal Colleges (1994)

Child Protection: Medical Responsibilities, section 4; UKCC, Confiden-

tiality: an elaborationof clause 9 of the second editionof theUKCC’sCode

of Professional Conduct for the Nurse, Midwife and Health Visitor.
23 Depending on the circumstances, such deception may well be a

criminal and/or civil offence. Impersonating a medical practitioner is

an offence under s.49 of the Medical Act 1983.
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4.13 Therearestipulatedperiods forwhichpersonalhealth
records should be retained before being considered for de-
struction. A minimum of eight years is the general rule for
hospital and community health services (see HC(89)20),
but there are exceptions: maternity records should be re-
tained for at least 25 years (HSG(94)11), those relating to
patients under 18 at least until their 25th birthday (or
26th if a record was made when they were 17), and some
mental health records for 20 years after care or treatment
has ended24. EC guidance is that patient records used in
connection with clinical trials should be kept for at least
15 years25. GP records should be retained for a minimum
of 10 years (FHSL(34)30).

Coordinating care with social services
and other agencies

4.14 In all areas of health and social care the various agen-
cies involved, including the NHS, should be aiming to de-
liver a “seamless” service. In some instances particular
agencies have a statutory obligation to assist each other
or to work together26. Essential patient information must
therefore be able to pass between the NHS, local authority
social services and other services (such as housing, educa-
tion, voluntary or independent bodies) where those agen-
cies are contributing to or planning a programme of care,
orwhere onemayneed tobe initiated. Thepatient needs to
be aware that some information sharing will be necessary
and this can usually be discussedwith him or her as part of
the care planning process27.

4.15 If the patient raises any objections, the possible con-
sequences for a coordinated care programme should be
explained and assurances given that other agencies would

24 Records relating topatientswhoarementallydisorderedwithin the

meaning of theMentalHealth Act 1983 should be retained for at least 20

years “from the date at which, in the opinion of the doctor concerned,

the disorder has ceased or diminished to the point where no further

care or treatment is considered necessary” (HC(89)20, paragraph 16

and Corrigenda).
25 Note for Guidance: Good Clinical Practice for Trials on Medicinal

Products in the European Community, section 3.17 (see Pharmacology

& Toxicology 1990, 67, 361–72).
26 For example, the Children Act 1989, s.27 (local and health authori-

ties),EducationAct1993, s.166 (education,healthand local authorities),

MentalHealthAct1983, s.117 (healthand localauthorities)andNational

HealthServiceAct 1977, s.22 (health, local and familyhealth services au-

thorities to cooperate to secure and advance the health and welfare of

people in England andWales).
27 Complementary advice on handling patient information in cases

ofseverementalillness isgiveninDepartmentofHealth(1995)Building

Bridges. The inclusion of a patient on a supervision register is of itself

subject to the same considerations as patient information generally.

receive only information which they really need to know.
However, as at paragraph 4.4, the patient’s ultimate deci-
sion should be respected unless there are overriding con-
siderations to the contrary: for example, in some cases in-
volvingahistoryofviolence,orwhereanelderly frailperson
shows signs of non-accidental injury, it may be justifiable
to pass information to another agency without his or her
agreement (see paragraph 5.6).

4.16 Whencreating inter-agency registersorpooling infor-
mation to assist joint commissioning of services, NHS (and
other) bodies should ensure that patients know in general
terms what is being done and to whom information may
be passed: see paragraph 3.1.

Patients who are offenders
4.17 The Health Care Service for Prisoners, the probation
service, police and other criminal justice agencies may be
involved in the assessment and care (or continuing care
following discharge from hospital or release from prison)
of patients who have committed offences or have other-
wise been involved with those agencies. This often applies
tomentally disordered offenders and others with similar
needs, including people seen by NHS or multi-agency as-
sessment teams before or as a result of a court appearance.
There should be agreed liaison arrangements which:
i as with links between health and social services, enable
the passage of essential information between agencies
that patients know are contributing to their care and
support;

ii canhandlesensitively thepassingonof informationthat
(as described in section 5) may be required by court or-
der or can be justified to protect the public;

iii ensure that information passed on is used only for an
authorised purpose;

Patients receiving social security benefits
4.18 HSG(94)8 asks hospital staff to notify local Benefit
Agency offices when a patient receiving any social secu-
rity benefit has been in hospital for four weeks. This is be-
cause benefitmay need to be reduced after six weeks as an
in-patient. The patient’s consent must be obtained before
such information is passed on.

Protecting public health
4.19 The surveillance of communicable diseases is es-
sential to maintain high levels of disease prevention, to
detect outbreaks and to inform and evaluate immunisa-
tion and other policies. This is dependent on the flow of
informationona “need to know”basis betweenhealthpro-
fessionals, microbiologists, Consultants in Communicable
Disease Control (CCDCs), the Public Health Laboratory
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Service and local authority Environmental Health Officers.
Local authorities have particular responsibilities under the
Public Health (Control of Disease) Act 1984 and Pub-
lic Health (Infectious Diseases) Regulations 1988, cer-
tain diseases being specifically “notifiable” by doctors to
the “proper officer” of the authority, who is usually the
CCDC.Staffmustbe remindedof theseduties annually: see
HSG(93)5628

Teaching and research

4.20 Advice to patients about the use of personal informa-
tion must emphasise:
i the importance of teaching and research to themainte-
nance and improvement of care within the NHS, inter-
agency care and public health generally;

ii that such information, anonymisedor aggregatedwher-
ever possible, may sometimes be used for teaching and
research (and that universities or other bodies carrying
out approved research are required to treat it in confi-
dence andmust not use it for other purposes);

iii that any research proposals involving access to patient
records require clearanceby the relevant LocalResearch
Ethics Committee29, which must be satisfied in parti-
cular that:
a arrangements to safeguard confidentiality are satis-
factory;

b any additional conditions relating to the use of in-
formation that the LREC thinks are necessary can be
met;

c any application to use identifiable patient informa-
tion is fully justified: for example, because this is
essential to a study of major importance to pub-
lic health. If not, approval to proceed would not be
given;

iv that their specific consent will be sought to any activity
relating to teaching or research thatwould involve them
personally;

v that any published research findings will not identify
them without their specific agreement.

28 See also paragraphs 5.2–3 and 5.6. Relevant responsibilities under

the Public Health Act (Control of Diseases) Act 1984 outweigh the com-

mon lawduty of confidence and are excluded from the provisions of the

Data Protection Act.
29 There are a few established exceptions to this practice, such as na-

tional morbidity surveys and post-marketing drug surveillance surveys

using cohorts of at least 10,000 patients: see Local Research Ethics Com-

mittees (DH, 1991), paragraph 3.14 and Appendix A. LREC approval is

not required for epidemiological surveys conducted for the purpose of

communicable disease surveillance and control.

Particular restrictions on passing on information

4.21 NHS bodies or those carrying out NHS functions
must not allowpersonal details of patients (most obviously
names and addresses or the medical condition of named
individuals) to bepassed onor sold for fundraising or com-
mercial marketing purposes.

4.22 There are some statutory restrictions on the disclo-
sure of information relating to HIV and AIDS, other sexu-
ally transmitted diseases, assisted conception and abor-
tion: see Annex C.30

Chapter 5

Passing on information for other purposes or
as a legal requirement

Relatives, friends and carers

5.1 The Patient’s Charter states that “if you agree, you can
expect your relatives and friends to be kept up to date with
the progress of your treatment”.With the patient’s consent,
the significant role of carers may need to be recognised
in the type of information provided: for example, on dis-
charge from hospital and to make arrangements for con-
tinuing care.

Statutory requirements

5.2. In certain instances an NHS body or member of staff
may have a statutory responsibility to pass on patient in-
formation. If so, prior consultation with the patient is not
required. However, if the health professionals responsible
for his or her care are not those required to pass on the
information, the former should usually be consulted as to
whether the clinical facts do indeed mean that disclosure
is necessary. If in doubt, legal advice should be sought.
The patient and relevant health professional should be
informed as soon as possible that information has been
passed on, and a note made in the patient’s record.

5.3. Themajority of statutory requirements concern forms
ofnotification: forexample,ofbirthsanddeaths31,commu-
nicable disease (see paragraph 4.18), abortion (Annex C),

30 In the case of AIDS/HIV and other sexually transmitted diseases,

thesedonotprevent thepassageofessential information toConsultants

in Communicable Disease Control.
31 National Health Service Act 1977, s.124, and Regulations (1982

SI No 286).
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substance misuse32 and serious accidents33. There are
also certain obligations to pass on information under the
Mental Health Act 198334.

Litigation

5.4 The High Court has statutory powers to order:
i the disclosure of documents before and during pro-
ceedings for personal injury or death;

ii the production of information to an applicant and
his or her legal, medical and professional advisers.

Such orders should specify clearly what information is re-
quired and by whom. If any aspect is unclear, clarification
and/or legal advice should be sought without delay. The
health professionals responsible for a patient’s care and
treatment should be consulted about the disclosure in case
of a risk to the patient’s (or someone else’s) health. If there
is a risk, legal advice should be sought on the possibility
of seeking an amendment to the order. Where an order re-
quires information about a patient who has not instigated
a court action, that patient should be notified immediately
in case he or she wishes to consider an appeal.

5.5 It is well-established practice that, at the patient’s re-
quest, information relevant to legal proceedings may be
released, usually to the patient’s legal or medical adviser.
The information should also be passed to lawyers acting
for the NHS body concerned where the action involves the
health authority, Trust or a member of staff. Where health
care matters arise the relevant professional (if he or she is
not the patient’s medical adviser) should be informed and,
if necessary, given the opportunity to comment. If the pa-
tient agrees, information may also be released to a third
party involved in proceedings.

Release of information to protect the public

5.6 Itmaysometimesbe justifiable topassonpatient infor-
mationwithout consent or statutory authority. Disclosures
for the “discovery of iniquity” are traditionally cited. Most

32 Misuse ofDrugsAct 1971, s.10, andRegulations on theNotification

of and Supply of Addicts (1973 SI No 799).
33 In particular under the Health and Safety at Work etc Act 1974,

Regulations on the Reporting of Injuries, Diseases and Dangerous Oc-

currences (1985 SI No 2023 and 1989 No 1457), and the Road Traffic

Acts.
34 S.13(2) (disclosures to and by approved social workers to enable

themtoassesspatients) andprovisions relating to relatives and “nearest

relatives”. S.117 requires health and local authorities to cooperate in the

provision of after care services. See Mental Health Act Code of Practice

(1993) (HSG(93)45).

commonly these involve the prevention of serious crime,
but can extend to other dangers to the general public, such
as a public health risk of violence, where, as already noted,
essential information may need to be shared with other
agencies35.

5.7 Each case must be considered on its merits, the main
criterion being whether the release of information to pro-
tect thepublic shouldprevail over thedutyof confidence to
the patient. The possible therapeutic consequences for the
patient must be considered whatever the outcome. Deci-
sions will sometimes be finely balanced and may concern
matters onwhichNHS staff find it difficult tomake a judge-
ment. Therefore it may be necessary to seek legal or other
specialist advice or to await or seek a court order. It is im-
portant not to equate “the public interest” with what may
be “of interest” to the public36.

Tackling serious crime
5.8 Passing on information to help tackle serious crime
(see examples at Annex D) may be justified if the following
conditions are satisfied:
i without disclosure, the task of preventing, detecting or
prosecuting the crime would be seriously prejudiced or
delayed;

ii information is limited to what is strictly relevant to a
specific investigation;

iii there are satisfactory undertakings that the information
will not be passed onor used for any purpose other than
the present investigation.

5.9 Requests for information relating to a number of pa-
tients inorder to identify oneormore is likely tobe justified
only if there is a very strong public interest.

Press and broadcasting

5.10 The maintenance of good relations with the press
and broadcasting organisations is important. NHS bodies
should ensure that someone with suitable experience and
level of responsibility is available or contactable at all times
to answer enquiries.

5.11 In law the same general rules apply to the passing
of personal information to the media as in other circum-
stances. The patient’s consent must therefore be obtained

35 Inpractice, the sharing of informationona “need to know”basis to

protect the public health can usually be regarded as an “NHS purpose”

(as at paragraph 1.2).
36 See, eg, Eleventh Report of the Data Protection Registrar (1995),

Appendix 4
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if he or she is capable of taking a decision. This ap-
plies whether or not the patient is a celebrity or public
figure.

5.12 Where the patient is unable to take a decision, the
provision of basic information may sometimes be judged
to be in his or her best interests (eg by correcting mis-
leading or damaging speculation). Where possible, rela-
tives should be consulted, having regard, of course, to their
own feelings and possible distress. For example, where the
police have released the names and addresses of accident
victims, the practice in most hospitals is to confirm the
presence of a patient unless the patient or relatives have
requested no publicity. In all such circumstances, the NHS
bodymust be prepared to justify a decision to release in-
formation,whichshouldusuallybeconfinedtoabrief indi-
cationofprogress intermsauthorisedbytherelevanthealth
professional.

5.13 If a patient or former patient has invited themedia to
report his or her treatment, the NHS body may comment
in public, but should confine itself to factual information
or the correction of anymisleading assertions or published
comment. The duty of confidence to the patient still ap-
plies. If in doubt, legal advice should be sought.

Department of Health
Health Promotion Division 4
March 1996

Annex A

Specimen notice for patients (see paragraph 3.6)

We ask you for information about yourself so that you can
receive proper care and treatment.
We keep this information, together with details of your

care, because it may be needed if we see you again.
We may use some of this information for other reasons:

for example, to help us protect the health of the public
generally and to see that the NHS runs efficiently, plans for
the future, trains its staff, pays its bills and can account for
itsactions. Informationmayalsobeneeded tohelpeducate
tomorrow’s clinical staff and to carry outmedical andother
health research for the benefit of everyone.
Sometimes the law requires us to pass on information:

for example, to notify a birth.
The NHS Central Register for England & Wales con-

tains basic personal details of all patients registered with a

general practitioner. The Register does not contain clinical
information.

You have a right of access to your health records.

EVERYONE WORK ING FOR THE NHS HAS
A LEGAL DUTY TO KEEP INFORMAT ION
ABOUT YOU CONF IDENT IAL.

Youmaybereceivingcare fromotherpeopleaswell as the
NHS. So that we can all work together for your benefit we
may need to share some information about you.

We only ever use or pass on information about you if
people have a genuine need for it in your and every-
one’s interests. Whenever we can we shall remove details
which identify you. The sharing of some types of very
sensitive personal information is strictly controlled by
law.

Anyonewho receives information fromus is also under a
legal duty to keep it confidential.

The main reasons for which your information may be
needed are:
� giving you health care and treatment
� looking after the health of the general public
� managing and planning the NHS. For example:
� making sure that our services can meet patient needs in
the future

� paying your doctor, nurse, dentist, or other staff, and the
hospital which treats you for the care they provide

� auditing accounts
� preparing statistics on NHS performance and activity
(where steps will to be taken to ensure you cannot be
identified)

� investigating complaints or legal claims
� helping staff to review the care they provide to make
sure it is of the highest standard

� trainingandeducatingstaff (butyoucanchoosewhether
or not to be involved personally)

� research approvedby theLocal ResearchEthicsCommit-
tee. (If anything todowith the researchwould involve you
personally, you will be contacted to see if you are willing
to take part. You will not be identified in any published
results without your agreement.)

If you agree your relatives, friends and carers will be kept
up to date with the progress of your treatment.

If at any time you would like to know more about how
we use your information you can speak to the person in
charge of your care or to ........
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Annex B

Data protection ACT 1984: the eight principles∗ (see
paragraph 4.2)

1 The information to be contained in personal data shall
be obtained, and personal data shall be processed, fairly
and lawfully.

2 Personal data shall be held only for oneormore specified
lawful purposes.

3 Personal data held for any purpose or purposes shall not
be used or disclosed in any manner incompatible with
that purpose or purposes.

4 Personal data held for any purpose or purposes shall be
adequate, relevant and not excessive in relation to that
purpose or purposes.

5 Personal data shall be accurate and, where necessary,
kept up to date.

6 Personal data held for any purpose or purposes shall not
be kept longer than is necessary for that purposeor those
purposes.

7 An individual shall be entitled:

a at reasonable intervals and without undue delay or
expense:

i to be informed by any data user whether he holds
personal data of which the individual is the subject;
and

ii to access to any such data held by a data user;
and

b where appropriate, to have such data corrected or
erased.

8 Appropriate security measures shall be taken against
unauthorised access to, or alteration, disclosure or de-
struction of, personal data and against accidental loss or
destruction of personal data.

Annex C

Statutory restrictions on passing on information (see
paragraph 4.21)

1 The NHS (Venereal Diseases) Regulations 1974 and
the NHS Trusts (Venereal Diseases) Regulations 1991
prevent the disclosure of any identifying information
about a patient with a sexually transmitted disease

*See Guideline 4 of The Guidelines issued by the Data Protection

Registrar (3rd series, 1994), pp 51–69

(including HIV and AIDS) other than to a medical prac-
titioner (or to a person employed under the direction of
a medical practitioner) in connection with and for the
purpose of the treatment of the patient, or to prevent
the spread of the disease. The regulations do not pre-
vent the normal notification of other communicable dis-
eases in such patients (as at paragraph 4.18 of the main
guidance).

2 The Human Fertilisation and Embryology Act 1990,
as amended by the Human Fertilisation and Embry-
ology (Disclosure of Information) Act 1992, limits the
circumstances in which information may be disclosed
by centres licensed under the Act: see the Human Fer-
tilisation and Embryology Authority’s Code of Practice
(HFEA, Paxton House, 30 Artillery Lane, London E1
7LS).

3 The Abortion Regulations 1991, made under the Abor-
tionAct1967, limitanddefinethecircumstances inwhich
information submitted under the Act to the Chief Medi-
cal Officer may be disclosed.

Annex D

Passing on information in connection with serious
crime (see paragraph 5.8)

Passingon information tohelpprevent,detectorprosecute
serious crime may sometimes be justified to protect the
public. There is no absolute definition of “serious” crime,
but section 116 of the Police and Criminal Evidence Act
1984 identifies some “serious arrestable offences”. These
include:

treason
murder
manslaughter
rape
kidnapping
certain sexual offences
causing an explosion
certain firearms offences
taking of hostages
hijacking
causing death by reckless driving
offences under prevention of terrorism legislation (dis-
closures now covered by the Prevention of Terrorism Act
1989)
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making a threat which if carried out would be likely to lead
to:
serious threat to the security of the state or to public order
serious interference with the administration of justice or
with the investigation of an offence death or serious injury
substantial financial gain or serious financial loss to any
person.

In other cases, it may be as well to seek legal advice before
taking a decision to release information.

c© Crown Copyright
Produced by Department of Health
10021 HP 7k 1P Feb 97 SA (04)
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The Caldicott Report on the review of patient-identifiable
information – executive summary December 1997

The Caldicott Committee, Department of Health

Executive summary

i) In the light of the requirements in The Protection and
Use of Patient Information and taking into account work
undertaken by a joint Department of Health (DH) and
British Medical Association (BMA) Working Group which
has been considering NHS Information Management and
Technology (IM&T) security and confidentiality, the Chief
Medical Officer established the Caldicott Committee to
review all patient-identifiable information which passes
from National Health Service (NHS) organisations in
England to other NHS or non-NHS bodies for purposes
other than direct care, medical research, or where there is
a statutory requirement for information.

ii) The purpose was to ensure that patient identifiable in-
formation isonly transferred for justifiedpurposesand that
only the minimum necessary information is transferred in
each case.Where appropriate, theCommitteewas asked to
advise whether action to minimise risks of breach of con-
fidentiality would be desirable.

iii) The work of the Committee was carried out in an open
andconsultativemanner.Writtensubmissionsweresought
frommanyorganisations to identify existing concerns, and
members of the Committee have met with representatives
of a number of key bodies. Working groups containing a
wide range of health professionals and managers were es-
tablished to consider related groups of information flows
and to take soundings on emerging findings.

iv) Some 86 flows of patient-identifiable information were
mappedrelating toawide rangeofplanning,operationalor
monitoring purposes. Someof these flowswere exemplars,
representing locallydiverse informationflowswithbroadly
similar characteristics and purposes.

c© The Caldicott Committee, Department of Health.

v) The Committee was greatly encouraged to discover that,
within the context of current policy, all of the flows identi-
fiedwere for justifiablepurposes.However, anumberof the
flows currently use more patient-identifiable information
than is required to satisfy their purposes. Also many of the
patient-identifiers currently used (eg name and address)
could be omitted if a reliable, but suitably controlled,
coded identifier could be used to support identification.

vi) It was recognised that some flows of information were
likely to be missed and that flows commence, evolve or
are discontinued with such frequency that specific recom-
mendationscouldsoondate.Althoughspecificrecommen-
dations have been included where appropriate, in general
the recommendations reflect this evolving picture by de-
veloping a direction of travel, outlining good practice prin-
ciples and calling for regular reviews of activity within a
clear framework of responsibility.

Summary of recommendations

Recommendation 1: Every dataflow, current or proposed,
should be tested against basic principles of good practice.
Continuing flows should be re-tested regularly.

Recommendation 2: A programme of work should be es-
tablished to reinforce awareness of confidentiality and in-
formation security requirements amongst all staff within
the NHS.

Recommendation 3: A senior person, preferably a health
professional, should be nominated in each health organi-
sation to act as a guardian, responsible for safeguarding the
confidentiality of patient information.

Recommendation4:Clear guidance shouldbeprovided for
those individuals/bodies responsible for approving uses of
patient-identifiable information.

365
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Recommendation 5: Protocols should be developed to
protect the exchange of patient-identifiable information
between NHS and non-NHS bodies.

Recommendation 6: The identity of those responsible
for monitoring the sharing and transfer of information
within agreed local protocols should be clearly commu-
nicated.

Recommendation 7: An accreditation systemwhich recog-
nises those organisations following good practice with
respect to confidentiality should be considered.

Recommendation8:TheNHSnumbershouldreplaceother
identifierswherever practicable, taking account of the con-
sequences of errors and particular requirements for other
specific identifiers.

Recommendation 9: Strict protocols should define who is
authorised to gain access topatient identitywhere theNHS
number or other coded identifier is used.

Recommendation 10: Where particularly sensitive infor-
mation is transferred, privacy enhancing technologies (e.g.
encrypting identifiers or “patient identifying information”)
must be explored.

Recommendation 11: Those involved in developing health
information systems should ensure that best practice prin-
ciples are incorporated during the design stage.

Recommendation 12: Where practicable, the internal
structure andadministrationof databases holdingpatient-
identifiable information should reflect the principles
developed in this report.

Recommendation 13: TheNHSnumber should replace the
patient’s nameon Itemsof ServiceClaimsmadebyGeneral
Practitioners as soon as practically possible.

Recommendation 14: The design of new systems for the
transfer of prescription data should incorporate the prin-
ciples developed in this report.

Recommendation 15: Future negotiations on pay and con-
ditions for General Practitioners should, where possible,
avoid systems of payment which require patient identify-
ing details to be transmitted.

Recommendation 16: Consideration should be given to
procedures for General Practice claims and payments
which do not require patient-identifying information to be
transferred, which can then be piloted.

Published by The Department of Health
c© Crown Copyright 2001

Further information on Patient Confidentiality and
Caldicott Guardians can be found on the following web-
site:

http://www.doh.gov.uk/ipu/confiden/index.htm
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Personal information inmedical research
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Glossary

Personal information, as used in this guide, refers to all in-
formation about individuals, living or dead. This includes
written and electronic records, opinions, images, record-
ings, and information obtained from samples. Although
anonymised data is not, strictly speaking, personal infor-
mation, its use is also covered in this guide.

Personal data, in the context of the 1998 Data Protection
Act (Section 3.2, and Annex 3), comprise information about
living people who can be identified from the data, or from
combinations of the data and other information which the
personincontrolof thedatahas,or is likely tohaveinfuture.

Anonymised data, are data prepared from personal infor-
mation, but from which the person cannot be identified
by the recipient of the information (see Sections 5.1–5.7).
The term is used in the guide when referring to linked and
unlinked anonymised data together.
� Linked Anonymised data is anonymous to the people

whoreceiveandholdit (e.g.aresearchteam),butcontains
information or codes that would allow others (e.g. those
responsible for the individual’s care) to identify people
from it.

� UnlinkedAnonymiseddatacontainsnoinformationthat
could reasonably be used, by anyone, to identify people.

Coded data is identifiable personal information in which
the details that could identify people are concealed in a
code, but which can be readily decoded by those using it.
It is not “anonymised data” (see Section 5.2).

Confidential information is any information obtained by
a person on the understanding that they will not disclose it
to others, or obtained in circumstances where it is expected

that theywillnotdisclose it.The lawassumesthatwhenever
people give personal information to health professionals
caring for them, it is confidential as long as it remains per-
sonally identifiable.

Sensitive information. The term “sensitive” is used in this
guide to highlight the need for extra care in using in-
formation about mental health, sexuality and other ar-
eas where revealing confidential information is especially
likely to cause embarrassment or discrimination. Note that
“sensitive personal data” is defined in the 1998 Data Pro-
tection Act as including all information about physical or
mental health or condition, or sexual life (Annex 3(B)).

1 Introduction

Much medical research revolves around information about
people – their age, lifestyle, work, and health – drawn from
medical records, scientific tests, surveys and interviews.
Sometimes, the information also reveals facts about rela-
tives and relationships. These types of information are sen-
sitive and private for many people, although attitudes and
expectations vary widely.

Respect for private life is a human right, and the ability
to discuss information in confidence with others is rightly
valued. Keeping control over facts about one’s self can have
an important role in a person’s sense of security, freedom
of action, and self respect. It can also protect against unfair
discrimination.

The confidentiality of information patients give to doc-
tors is central to the doctor-patient relationship, and to
the public’s trust in health care professions. There is lit-
tle research evidence on how people view the use of this
confidential information. The limited evidence available
suggests that when asked, the vast majority are willing for
information about them to be passed to others, under tight
controls, if it will advance medical practice. But many peo-
ple will not know how information about them might be
used, and many others may not even know the sort of in-
formation that is contained in their medical records.

Although caution is therefore needed in using any per-
sonal medical information, this must be balanced against
the potential for improving the quality of care by improving
the flows of information within the health care system. At
present, compared with what might be achieved:
� information is fragmented, and too difficult to share. It

is always difficult to build up a complete picture of the
care and treatment people receive – from their GP and
in hospital – in order to question whether this could be
improved.
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� information is often incomplete, and some activities are
better documented than others. The results of hospital
care tend to be well recorded, while the results of home
care or preventive medicine are more difficult to measure
and record.

� the information that is available is not analysed fully. Re-
search into the effectiveness of the health services, and
into factors affecting the health of people in the UK needs
to be strengthened if we are to continue improving the
health of the nation.

Medical Research Council staff and grantholders make
widespread use of personal data in clinical research,
in clinical trials, epidemiology, and other public health
research. In 1972, the MRC set out its views on the
conditions under which information about identifiable
patients could be obtained and used in research. More de-
tailed guidance was issued in 1985 and 1994. Since 1972,
medical research based on records and surveys has led
to many important advances in knowledge in the UK,
including:
� recognition of new variant CJD and its relation to the BSE

epidemic;
� improvements in the organisation and quality of cancer

treatment;
� better understanding of suspected health hazards for ex-

ample, Gulf War related illness and leukaemia in people
living near to nuclear facilities;

� reliable evaluations of new preventive measures and
treatments – for example, the benefits to people at risk
of heart disease from aspirin, warfarin, cholesterol low-
ering drugs and vitamins;

� ways of reducing cot deaths;
� assessments of the health care needs of special groups in

society, such as elderly people;
� identification of adverse drug reactions.
Over the same period, there have been no cases where doc-
tors following these guidelines have been judged in law to
have breached confidentiality. But some people involved
in research do take exception to the way information about
them is used, and many people have strong, general, con-
cerns about the way public and private organisations use
personal data.

From time to time, therefore, we have to ask whether
the standards that researchers set reflect those society cur-
rently expects of us. Many people have a concern that mod-
ern information and communication technologies might
lead to more casual, or frequent, infringements of privacy.
And most people now expect the medical professions, and
medical researchers, to be more open and accountable in
their work, and to allow individuals more opportunity to be
involved in decisions that affect them.

The last few years have also seen active discussion of
the implications of the law on data protection for the use
of confidential information in research. In 1998, the legal
situation changed, with the passing of a new Data Protec-
tion Act, and a Human Rights Act guaranteeing respect for
citizens’ private lives.

Reflecting these changes, this booklet sets out the ethical
and legal principles that should now guide the use of per-
sonal information in research, and provides a revised code
of practice. It supersedes the guidance in the MRC ethics
booklet Responsibility in the use of Personal Medical Infor-
mation for Research (1994) and the relevant sections of the
booklet Responsibility in Investigations on Human Partici-
pants and Material and on Personal Information (1992).

The NHS information strategy

At the time of writing, work is under way on an ambi-
tious programme of changes in the NHS, including cre-
ating lifelong electronic health records for every person
in the country, improved sharing and movement of infor-
mation through an NHS information highway, and more
effective use of information to inform NHS management.
Thestrategycreates importantopportunities tomakesome
medical research easier and more effective, and to address
some of the current concerns around the use of medical
information in research. For example, it may become pos-
sible to widen the range of anonymised information that
is available and useful for research. The strategy will also
create new opportunities for health professionals and re-
searchers to engage with members of the public to explain
why information sharing is necessary. Researchers need to
work with commitment and foresight to make the most of
these long-term opportunities. At the same time, it has to
be remembered that information systems designed to sup-
port routine health care cannot always be expected to pro-
vide the range or quality of information needed for original
research.

The status of the guidance

This guidance is primarily for researchers supported by
MRC, who are expected to follow it as a condition of fund-
ing. The guidance is prescriptive wherever this is appropri-
ate, but like any code of practice, it cannot provide for every
possible situation, and exceptions to the general rules will
occasionally arise.

We hope that in addition the guidance will be informa-
tive and helpful to other researchers, to doctors and other
health professionals whose patients’ records may be in-
volved in such research, to ethics committees, to others
reviewing or supervising research, and to the public.
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Scope

This guidance covers all uses of personal information
whether or not it is “personal data” under the terms of the
Data Protection Act, and whether or not it is confidential
(seeGlossary).Section2summarises thekeyprinciples that
should guide ethical research, both in general situations,
and in situations where research depends on using infor-
mation without consent. Section 3 outlines the laws relat-
ing to confidentiality and personal information, how these
relate to ethical principles, and discusses the areas where
changes in practice may be needed. Section 4 analyses how
the key principles should be applied in situations where
consent can, and cannot be obtained. Sections 5, 6 and 7
give detailed advice on good practice, and are relevant to
all research using personal information.

Theguidanceaddressesthemainusesof this information
in medical research, including:
� collection of information as part of clinical trials or other

patient-based research;
� use of information from general practice or hospital

records to approach people to participate in studies;
� analysing patterns of disease and treatment outcomes

from existing records;
� studying the health of people in a particular locality, or

with a particular job or lifestyle.
The question of confidentiality often receives most atten-
tion in epidemiological or survey work when information
is taken from medical records without the person’s knowl-
edge or consent, but researchers in every area of clinical
and public health research need to respect confidentiality
and protect the individual’s interests by guarding against
accidental or mischievous disclosures, and ensuring the
information is not used in ways which could cause distress
or harm.

Research use of tissue samples or DNA samples in con-
junction with personal data raises special issues since:
� clinical samples, including stored blood, plasma and

serum will often be used to answer questions unforeseen
at the time they were collected;

� genetic analyses can reveal new information about an
individual, their family members or raise concerns about
insurance. Particular care needs to be taken when feeding
back information and in the publication of material;

� this information raises special concerns when it is, or is
seen as being, predictive of future health;

� sometypesofgenetics researchgiverise toparticularcon-
cern – for instance research relating to personality or cog-
nitive function.

Samples, and the information obtained from them, cannot
be treated in the same way as other data, and are the subject

of separate MRC guidanceCollections ofHumanTissueand
Biological Samples for use in research.

Disease registries often provide the starting points for
research, and are an essential resource for improving the
quality of health services. The NHS Plan1 published in July
2000 recognises the importance of registries in improving
disease management. The House of Commons Science and
Technology Committee report “Cancer research – a fresh
look”2 underlined the importance of registries, and the im-
practicability of only using information in registries with
express consent. Because registries are often established
for purposes other than research, and because of their di-
versity, this guidance does not offer detailed advice on good
practice. However, we would expect the general principles
set out in Section 2 – such as the need to make people aware
of how their information may be used – and much of the
advice in Sections 5 through 7, to be applicable to research
based on disease registries, and to registries maintained
solely for research purposes.

Also, while we recognise that it is sometimes difficult to
define clear boundaries between research and audit, this
guide does not attempt to offer a code of practice for the
wide range of activities and situations included in clinical
audit. However, we hope that the advice will be helpful to
some of those working in audit.

The guidance does not address in detail the question of
consent to use information about children, or adults who
are incapable of giving consent. Separate MRC ethics book-
lets give advice on research involving children (1991) and
mentally incapacitated adults (1991). The ethical and le-
gal issues in these areas have been actively discussed over
the past ten years, and the Scottish Parliament has recently
passed the Adults with Incapacity (Scotland) Act (2000),
which creates a new framework for consent to research.
New guidance will be prepared.

Updates and changes

MRC will keep this guidance under review. The law on con-
fidentiality does not give specific direction on what can
and cannot be done in various situations, but some points
of law may be clarified in time. In some areas of work, the
need for disclosures without consent should decrease with
time.

This guide, and all other MRC ethics guides, are available
on MRC’s website – at www.mrc.ac.uk – and changes will
be highlighted there as they arise.

1 www.nhs.uk/nhsplan
2 House of Commons Science and Technology Committee, Sixth

report, Session 1999–2000.
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2 Principles

2.1 General principles

The following principles should guide all MRC-funded re-
search involving people or their information:

1 Personal information of any sort which is provided for
health care, or obtained in medical research, must be re-
garded as confidential. Wherever possible people should
know how information about them is used, and have a
say in how it may be used. Research should therefore be
designed to allow scope for consent, and normally re-
searchers must ensure they have each person’s explicit
consent to obtain, hold, and use personal information.
In most clinical research this is practicable.

2 All medical research using identifiable personal informa-
tion, or using anonymised data from the NHS which is
not already in the public domain, must be approved by a
Research Ethics Committee.3

3 All personal information must be coded or anonymised
as far as is possible and consistent with the needs of the
study,andasearlyaspossible inthedataprocessing.Only
personal identifiers that are essential should be held.

4 Each individual entrusted with patient information is
personally responsible for their decisions about dis-
closing it. Health professionals disclosing information
should, in particular, ensure they are familiar with the ad-
vice of the General Medical Council on disclosures for re-
search. Health care organisations should be aware of the
research conducted within the organisation, and should
ensure research teams are accountable to them.

5 Researchers must ensure that personal information is
handled only by health professionals or staff with an
equivalent duty of confidentiality.

6 Principal investigators must take personal responsibility
for ensuring (as far as is reasonably practical) that train-
ing, procedures, supervision, and data security arrange-
ments are sufficient to prevent unauthorised breaches of
confidentiality.

7 Researchers must also have procedures in place to min-
imise the risk of causing distress to the people they con-
tact in the course of their research. Researchers must also
be aware that, despite their best efforts, occasional un-
toward events may occur and plan for how to deal with
these.

3 Or, where appropriate, the Scottish Privacy Advisory Committee.

8 At the outset, researchers must decide what information
about the results should be available to the people in-
volved in the study once it is complete, and agree these
plans with the Research Ethics Committee. However,
researchers must also be prepared to reconsider if there
are unforeseen findings from the study, and discuss the
appropriate response with a research ethics committee.

2.2 Information disclosed without consent

2.2.1 Situations arise in which medical research questions
can only be answered using personal medical information,
butwhere it isnot feasible for those responsible for the indi-
vidual’s care to contact all the relevant people to seek their
consent. Based on the ethical and legal advice it has re-
ceived (Section 3), the Medical Research Council considers
that in some circumstances it is justifiable to use personal
information, and disclose it to a limited number of other
people, without consent.

2.2.2 The principles governing research using information
without consent are:
1 Hospitals and practices involved in research must de-
velop procedures for making patients aware that their
information may sometimes be used for research, and
explaining the reasons and safeguards. If patients object
to their information being passed to others, patients
should have the opportunity to discuss this with their
doctor, and their objections must be respected.

2 When consent is impracticable confidential information
can only be disclosed without consent only if:
� the likely benefits to society outweigh the implications

of the loss of confidentiality, so that it is clearly in the
public interest for the research to be done;

� there is no intention to feed information back to the
individuals involved or take decisions that affect them,
and;

� there are no practicable alternatives of equal effective-
ness.

Research must have been planned with confidentiality
in mind: from the earliest stages of planning a study,
researchers and/or those responsible for patient care
should have given careful consideration to whether
consent could be made practicable. The judgement that
consent is impracticable is never that of the researcher
alone: unless an ethics committee concurs, and health
professionals agree to participate in the study on this ba-
sis, the research cannot take place.

3 The infringement of confidentiality must be kept to a
minimum. Even where there is a strong justification for
the study, the design must minimise the volume and
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Figure 1 Using existing personal information in research

A simplified decision tree
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sensitivity of the personal information that is disclosed,
and the number of people who have access to it before
it is coded or anonymised. If the disclosure made is to
allow researchers to contact people, consent should be
obtained then to gather the further information needed,
and to hold and process their information.

2.2.3 The diversity of medical research makes it impos-
sible to be prescriptive about the interpretation of these
principles. Final decisions on the value and acceptability
of a research protocol have to lie with the researchers, the
health professionals, and the ethics committee involved,
and the organisations which are responsible for supporting
and overseeing the work.4 When considering whether dis-
closures are justified, one useful aid to thinking might be to
ask whether, if the proposed disclosure and the reasons for
it became widely known, a reasonable person would see it
as unacceptable. A second, narrower test might be to ask
whether there are any grounds for supposing that, if con-
sent could be sought effectively, people would be likely to
refuse to allow their records to be used.

2.2.4 The conditions in which consent might be practical
or impractical, ways of reducing the need for disclosures
withoutconsent,andtheprovisionofadvanceinformation,
are discussed further in sections 3 and 4.

3 The law as a guide to good practice

3.1 Confidentiality in law

3.1.1 In theUK, theconfidentialityofpersonal information
is addressed primarily in Common Law. The Data Protec-
tion Act 1998 superimposes on this a framework of rights
and duties and principles governing the use of information
in electronic form or structured paper records. These are
discussed below, and Sections 3.3 to 3.6 consider how com-
pliance with the law relates to ethical research practice.

3.1.2 In Common Law, anyone who receives information
must respect its confidentiality (that is, not disclose it with-
out consent or other strong justification) if they receive it
on the understanding that it is confidential, or in circum-
stances where there is an implicit expectation that they
will not reveal it to anyone else. But while Common Law
establishes some core principles, it does not specify when
confidential information may or may not be disclosed to
others, in research or most other activities. Individuals and
organisations using confidential information have to take

4 Principally, the bodies employing researchers, such as MRC,

Universities, NHS Trusts.

responsibility for deciding what is justified and acceptable
on a case by case basis.

3.1.3 Common Law enshrines the principle that to dis-
close confidential information about a living person with-
out consent is, generally speaking, to wrong an individual.
In law, any information doctors have about their patients
mustberegardedasconfidential,evenaddressesthatmight
be publicly available elsewhere (for instance, in the elec-
toral register), because the information is given in the
expectation that it will not be passed on. Disclosing con-
fidential personal information does not have to cause
direct harm or distress for it to be unlawful – any unjus-
tified use of confidential information that weakens trust
in the doctor-patient relationship could also be seen as
actionable.5

3.1.4 However, Common Law also recognises that it can be
in the public interest for doctors to disclose confidential
personal information, and that the nature and scale of the
disclosure has to be balanced against the benefits to soci-
ety. Interpretations of this balancing judgement vary, and
there are few court rulings relevant to the sorts of limited
disclosures involved in research. The legal advice to MRC
is that the legality of using confidential information in re-
search without consent, could only be judged on a case by
case basis, taking into account:

� necessity – were there alternative, practicable, ways of
conducting the study, which would have allowed consent
to be obtained? Could anonymous data have been used?

� sensitivity – how much did the information reveal about
the individual, and was it particularly likely to lead to
worry or distress, or damage the doctorpatient relation-
ship?

� importance – was the research well designed, and likely
to make a significant contribution to knowledge in the
area?

� safeguards – was the amount of information disclosed as
smallaspossible?Wereall reasonablesteps takentoguard
against unintended leaks of information and to maintain
trust? Was the risk that the study or its findings might
cause distress minimised?

� independent review – was the justification for the re-
search reviewed by a Research Ethics Committee?

� expectations – if explicit consent was not possible, were
there reasonable efforts to make people involved aware
of how medical records were used, so they had an oppor-
tunity to raise any special concerns?

5 That is, a person might have grounds for taking legal action against

the person who disclosed it.
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Since anonymised data derived from medical records is no
longer information about identifiable people, disclosing it
does not breach the duty of confidence to the patient, and
these tests do not need to be applied.

3.1.5 Despite the fact that research projects may have been
approved by a Research Ethics Committee, and authorised
by a Health Authority or Trust, individual doctors remain
accountable for theiruseof theirpatients’ information.The
same applies to those who receive confidential informa-
tion: members of a research team must always be aware
that they share a similar duty of confidence to doctors, and
that revealing any personal information they hold without
good reason – whether resulting from neglect, ignorance,
or malice – is potentially actionable.

3.1.6 This is a controversial area of law, and MRC is aware
that there are other interpretations of Common Law, some
of which would argue for freer use of personal records, and
some which hold that the public interest can only justify
disclosing confidential information where there is an ex-
traordinary threat to the health of the nation or individu-
als. MRC has sought to base its guidance on a position that
can command broad support, and is consistent with the
policies of the Department of Health6 and General Medical
Council.7

3.2 The Data Protection Act, the Human Rights Act
and other statutory regulations

3.2.1 The UK’s 1984 Data Protection Act, and the 1998 Data
Protection Act, which replaces it, are both based on the
concept of “fair processing”. The main principles in the law
are explained in Annex 3, but in brief, fair processing means
that an individual should normally have the opportunity
to know what organisations hold information about them,
and why. When people give information, they should be
told what it will be used for and to whom it will be passed.
They will also be entitled to check records held about them
and correct errors.

3.2.2 The Act covers only “personal data”, which comprises
informationabout livingpeoplewhocanbe identified from
the data, or identified from combinations of the data and
other information which the person in control of the data
is likely to have, either now, or at some future time. Data

6 Health Service Guidance (96) 18 “The Protection and Use of Patient

Information”. Department of Health, March 1996.
7 “Confidentiality: Protecting and Providing Information”, GMC June

2000.
8 See, forexample,Canada’sTri-CouncilPolicyStatementEthicalCon-

duct for Research Involving Humans (1998); New Zealand Health Infor-

mation Privacy Code (1994).

which have previously been anonymised are outside the
scope of the Act.

3.2.3 The law recognises that research needs special free-
dom to use information in ways not foreseen when it was
first collected, and to archive and re-use data. Research
work that is not used as a basis for decisions affecting
the individuals involved, and which is unlikely to lead to
substantial damage or distress, is given special exemptions
in these areas (see Annex 3).

3.2.4 The law also sets conditions on when “sensitive per-
sonal data”, such as information about health, religion, or
ethnicity, can be processed. One condition is that the use
of the data is necessary for medical purposes, (which are
taken to include medical research and the management
of healthcare services), and the processing is done by a
health professional or a person with an equivalent duty of
confidentiality. This condition is in addition to the need to
conform to Common Law, and to other sections of the Data
Protection Act.

3.2.5 Despite the exemptions mentioned above, the Act is
important for research. Fair processing requires that when
Health Authorities, hospitals, and doctors know patient
information will probably be used for specific research
projects, at the time it is collected, they must tell patients
this. Health professionals and researchers must give care-
ful thought to whether their use of information might cause
substantial damage or distress. Information gathered pri-
marily for research but which will also be used to inform
clinical decisions, or which will result in individuals receiv-
ing significant new health information about themselves,
must comply with every part of the Act.

3.2.6 The Human Rights Act (1998) (Annex 4) established
the European Convention on Human Rights as part of UK
law. This guarantees the right to respect for private and
family life. The body of legal work on the interpretation of
this right is still growing, but MRC’s legal advice is that, like
Commonlaw, itprovides for judgementsonthebalancebe-
tween the rights of the individual and the legitimate needs
of society.

3.2.7 Other relevant statutory regulations are listed and
summarised at Annex 5.

Information about dead people, and historical records
3.2.8 The Data Protection Act does not apply to informa-
tion about a person who is dead before the information
is disclosed. Common Law on confidentiality, similarly, is
not normally held to apply to information about dead peo-
ple, although this is a grey area of the law. However, if the
use of information about a dead person intruded on the
privacy of their relatives – for example, because it revealed
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Table 55.1. Controls on the use of information in medical research

information about hereditary conditions or transmissible
diseases – then the relatives might be able to take action
under Human Rights legislation.

3.2.9 All NHS records are covered by the Public Records
Act 1958: GPs’ records become public records when they
are forwarded to the appropriate local authorities after the
death of the patient. While most public records are closed
for 30 years, all NHS records relating to a person’s physical
or mental health are closed for 100 years. The few records
kept for long term reference or research are fully open to
the public after this point. The Public Records Office will
sometimes allow bona fide social, historical or medical re-
searchers access to records within this period, if confiden-
tiality can be guaranteed.

3.3 Ethics and the law

3.3.1 The principles and arguments that underlie ethical
reasoningabouttheuseofpersonal informationinresearch

are often broadly consistent with the legal principles dis-
cussed above. Interpretations of the law can vary widely,
and some interpretations may permit uses of information
that are unethical. Therefore, researchers and health pro-
fessionalsshouldaskfirstofallwhether theiractionswill re-
flect ethical and professional codes, and secondly, whether
their actions will be consistent with the law.

3.3.2 Over and above legal constraints, there is an ethical
imperative not to engage in research which might harm an
individual, whether by revealing personal information, or
by leading to some intervention in a person’s life – such as
discovering new facts about their health – that might be
against their interests, without their consent. As in all other
areas, the presumption should be in favour of allowing
individuals themselves to participate in any decision that
might affect their interests. Research must not undermine
trust in the confidentiality of the doctor-patient relation-
ship, or respect for privacy and confidentiality. Even if it
is apparent that a particular use of information cannot
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embarrass or harm an individual, researchers must ask
whether their use of information goes against what a rea-
sonable person might expect, and if so, whether it will, in
the short or longer term, erode trust in health professionals
or in medical research.

3.3.3 Despite the absence of legal protection, (see above)
there is clearly an ethical obligation to continue to respect
the confidentiality of medical information after death,
and researchers should make sure that disclosures of
information are fully justified. Many living people would
be distressed by the thought that information about their
private lives might be casually revealed after their deaths,
especially in the years immediately after their death.

3.3.4 In dealing with disclosures without consent, many
international and national ethical codes hold that research
based only on records that will not directly affect the in-
dividual is one of the few areas where research without
explicit consent can be justified. The consensus is that a
balancing judgement is needed, setting the risks – often
minimal – of harming the individual’s interests or under-
mining respect for confidences more generally, against the
likely long-term benefits of the research for society as a
whole. However, there has been little emphasis on the need
to ask first whether consent is practicable, or advice on
how to weigh the different factors in reaching a balancing
judgement.

3.3.5 The principles in Section 2, and the remainder of this
guidance, draw on both ethical and legal advice.

3.4 Providing advance information about use of
medical records

3.4.1 One of the most important steps that can be taken
to address the ethical concerns, and to address the le-
gal need for “fair data processing”, is to ensure that all
NHS patients, are made aware of how records are generally
used in research. Explaining what is done, why, and what
benefits might accrue, would protect the doctor-patient
relationship, improve trust in research, and build realis-
tic expectations of confidentiality. This was advocated by
MRC in 1986, and became Department of Health policy
in 19969, but is not yet widely practised in the Health
Service.10

9 Health Service Guidance (96)18 The Protection and Use of Patient

Information. Department of Health, March 1996.
10 Report on the Review of Patient-Identifiable Information. The

Caldicott Committee. Department of Health, 1997.

3.4.2 It is important, however, that this is not seen as con-
sent to use medical records for any purpose, without either
express permission, or proper consideration of the neces-
sity, justification, and potential for harm.

3.4.3 Wealsohavetobear inmindthat itwill takesometime
for information leaflets and notices to substantially change
awareness of the uses of medical records. Other steps
need to be taken, such as asking explicitly for agreement
to the use of records in research at an appropriate time,
which may be when new patients register with practices,
or on first attendance at outpatients, or on admission to
hospital.

3.4.4 Providing advance information also raises the ques-
tionofhowtorespondwhenpeopleobject to their informa-
tion being disclosed for research outside of the care team.
A request for absolute confidentiality should be discussed
with the patient, and has to be respected in all normal sit-
uations.11 If a research study relevant to their health arose
in future, their doctor would have to arrange to discuss the
studywith themandseektheirexplicit consentbeforepass-
ing on their name: in reality, time pressures would often
mean that they would lose the opportunity to participate
in the study.

3.4.5 Stated, general objections to disclosure without con-
sent for unspecified studies should not prevent the inclu-
sionofunlinkedanonymisedinformationaboutthepatient
in aggregated data or statistics (in contrast to the situation
where a person declines to consent to a specific study).

3.5 Reducing the need to disclose confidential
information

3.5.1 As previously mentioned, the long term development
of the NHS Information Strategy will present opportunities
to avoid disclosures of confidential information without
consent. Better arrangements for data transfer, standard-
isation of diagnostic and treatment codes, and improve-
ments in quality control, will gradually make anonymised
data from IT systems more useful in research. Public
awareness of how medical information is used will also
increase.

3.5.2 In the medium term, improving the infrastructure
for health services and public health research, especially
in primary care, could reduce the need for disclosures, or
their scale. Within the MRC’s General Practice Research

11 Exceptions might occur if disclosure could prevent harm or death

directly, or address other particularly serious and important problems.
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Framework, the presence of research nurses in participat-
ing practices means that the preliminary work of selecting
patients to receive invitations to participate in clinical tri-
als or surveys can sometimes be done without any infor-
mation leaving the primary care team until the patient has
consented. Where patient details have to be checked cen-
trally before invitations are sent, medical details can often
be separated from names and addresses, and codes used
to produce standard letters prepared without clerical staff
seeing identifiable medical information.

3.5.3 Other primary care networks have, or are developing,
similar arrangements and procedures. Researchers should
always ask whether their questions can be answered by
working only with practices that have the ability to handle
information in this way.

3.6 Conclusions and implications for current practice

3.6.1 Clinical and public health research based on, or us-
ing, medical records and other personal information is es-
sential if we are to continue to improve public health and
health care – in which individuals, as citizens and mem-
bers of society, have an obvious interest. On the basis of the
advice summarised above, the Medical Research Council
considers that it should be possible to undertake the full
range of research needed in the UK, though some changes
in practice are needed.

3.6.2 MRC’s advice to health professionals providing infor-
mation, and to researchers using information, is that they
must remain aware that they can be held accountable for
their decisions on the use of confidential information. On
the question of consent, Common Law does not provide
specificanswersonwhenconfidential informationcanand
cannot be passed to others without consent, but the advice
to MRC has been that use of personal information without
explicit prior consent can be legally justified in certain cir-
cumstances. Health professionals and doctors must there-
fore ensure they are familiar with the advice from MRC,
the Department of Health, the General Medical Council,
and other bodies and should closely follow these guide-
lines to help ensure that their use of records is ethically
and legally defensible, and to minimise the risk of any
challenges.

3.6.3 Confidentiality remains a contentious area of law,
and MRC cannot guarantee that researchers or doctors
will always be safe from legal challenges by following the
guidelines, or because their work has been approved by
an Ethics Committee, even though ethics approval is very

important. As the General Medical Council advises: “The
decision of a research ethics committee would be taken
into account by a court if a claim for breach of confidential-
ity were made, but the court’s judgement would be based
on its own assessment of whether the public interest was
served.”

3.6.4 Current practice varies across the country, but there
are 4 areas in which change may be needed:
� patients must, as a matter of course, be given informa-

tion about how their information may be used, and an
opportunity to register and/or discuss their concerns
throughout the health service. Where this is not the norm,
researchers should press for change;12

� researchers have a duty to assess thoroughly, early in
the design of a study, whether consent to use personal
information is practicable, or could be made so, and to
base research on explicit consent where practicable;

� researchers, health professionals and managers need to
work together to develop the skills, information tech-
nology and infrastructure to facilitate records based re-
search and reduce dependence on disclosures without
consent;

� employers need to ensure that all staff using personal in-
formation in research have a duty of confidence that is
well established through contracts, codes of conduct, and
training.

Some of these changes in practice may mean higher re-
search costs: MRC policy has always been to fund its
research to the level reasonably needed for the work to be
done well, safely, and ethically.

3.6.5 The research team’s accountability to the NHS bodies
responsible for thepatients’ care (assuming the researchers
are not themselves NHS staff) can be an important safe-
guard. It is essential for those responsible for research
in the NHS bodies involved to be aware of every study
conducted, and to be able to call the research team to
account if needed. Used as part of an effective research
governance framework, honorary NHS contracts can play
an important role in strengthening accountability. The
Department of Health is currently (Autumn 2000) con-
sulting on proposals for strengthening research gover-
nance in the NHS: MRC supports moves to strength-
en governance frameworks, and to clarify roles and
responsibilities.

12 Model patient information leaflets or notices will be available from

MRC’s website in 2001, and a model is available in Health Service Guid-

ance (96)18 The Protection and Use of Patient Information.
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3.6.6 The practicability of consent
It is difficult to offer detailed advice on when consent
is or is not practicable. The most common reasons why
consent obtained through the team responsible for a per-
son’s healthcare may be impracticable are likely to be the
sheer size of the group being surveyed, or the likelihood
that many will be uncontactable. However, these obstacles
have to be judged in the context of the structure of the rele-
vantpartsof thehealthservice:what is impracticable inone
setting is not necessarily impracticable everywhere. Other
factors may include:
� beforeaperson isasked toparticipate inastudy, someone

independent of their doctor, but with the doctor’s permis-
sion, has to review their records, so that the decision to
invite someone to participate is based on specific and
uniform criteria;

� excludingpeople fromwhomconsentcannotbeobtained
might bias a survey, so that people with a particular
background, medical history, or attitude were dispropor-
tionately represented. For example, when studying ap-
parent new health syndromes, or links between treat-
ments and side effects, small or biased samples can give
dangerously misleading results.

3.6.7 Very exceptionally, the nature of the research it-
self may be such that seeking consent, in itself, might
cause harm or distress. As a hypothetical example, if a
study aimed to examine correlations between parents’
mental health and unexplained child deaths, it would be
difficult to seek consent without risking causing serious
distress. Similar dilemmas may occur in research using
tissue samples to generate new information , and these
situations are discussed in separate MRC guidance
“Collections of Human Tissue and Biological Samples for
use in research”.

3.6.8 These rare situations call for careful consideration by
researchers and ethics committees of where the balance of
the patients’ interests lies, and of:
� the scope to adopt special consent or counselling proce-

dures that make informed consent achievable. It is im-
portant to bear in mind, however, that this standard of
informed consent has to be reliably achieved throughout
the study if it is to be acceptable.

� the public health importance of the question.
� the likely consequences of eventual publication of the

results.

3.6.9 When the risks and the implications of not seeking
consent have been fully assessed, the final decisions should
be based on whether, despite these risks, it is in the public
interest.

Scenarios

4 Using information with and without consent

Personal medical information is used in almost every type
of clinical and public health research, and different re-
search scenarios raise different ethical, practical and legal
issues. Outlined below are some of the processes currently
used in research.The scenarios are not intended as formu-
lae for good practice, and do not cover every type of re-
search, but are offered as examples for discussing how prin-
ciples translate intopractice,bothwhenconsentcanbeob-
tained and when it cannot. Whether a particular approach
is ethical in a given case will depend on the circumstances
of the project.

4.1 Approaching patients during medical care

Scenario A

Patients referred to a specialist centre in a teaching
hospital are often involved in the centre’s programmes
of research on the causes and progression of a disease.
Their participation is discussed with them by the
consultant when they are first referred. A series of
studies by a team of doctors, scientists and technicians
draws together information on lifestyle, previous
medical history, data from blood samples, X-rays, and
CT scans, and information from hospital records
about long-term outcomes.

Scenario B

A clinical trial of a new treatment is open to patients
presenting in a general practice with defined
symptoms. Their GP discusses their participation with
them, before passing details to a trials office, to check
eligibility and arrange entry in the trial.

4.1.1 In patient-based research involving direct contact
with the individual, consent will always be possible, and,
therefore, essential. There must be a written record of
consent,13 which includes written permission to use the

13 In a few settings, signed consent is not appropriate, notably in self-

administered, anonymous questionnaires – but the uses to which the

information will be put must always be made clear to individuals before

they fill in the form.
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patient’s informationintheresearch,evenif itseemsasmall
issue alongside the patient’s consent to participate in the
research itself, and need not distract from this decision. Pa-
tients should also be aware that they have the right to opt
out of a study at any time. The main ethical and practical
questions, if any, about the use of personal information in
these studies are likely to stem from:
� adequacy of data security and coding/anonymisation

and, training and supervision of the group of people who
will use the information;

� Longer term storage of the data, or re-use by other groups,
or in other research areas.

These are generic questions that have to be addressed in
every area, and are discussed in Section 5.

4.1.2 Consent will also be practicable and essential in
most prospective studies – for instance, where a health
professional takes details from patients knowing that the
information will be used for research as well as for normal
health care, consent must always be obtained. Researchers
should also consider whether it is appropriate to seek per-
mission to use the information again in other studies,
and if so, what the patient needs to know about these
studies.14

4.2.1 In each of these scenarios, the first question to ask
is whether reasonable efforts have been made to make

4.2 Approaching patients from medical records

Scenario C

Research based on linked anonymised data
To investigate the prevalence of asthma in a
population, a study aims to research a cohort of new
cases of asthma from a selection of patients from a
network of General Practices. The GPs at the practices
have already been part of a number of studies and
each practice has the support of a part-time research
nurse for studies of this kind. The nurse takes personal
details of all the patients recorded as suffering from
asthma or prescribed relevant medication, and
replaces the names with a code before passing details
to the research team. The research team identify a
sub-set in each practice who should be invited to
participate in more detailed studies, and the research
nurse approaches them, using letters and information
leaflets provided, to seek their consent.

14 See Section 8.2.

Scenario D

Disclosing names and addresses before consent is
obtained
To study the health of an ageing population, a project
aims to contact a large sample of the people aged
50–69 in several districts who are registered with local
GPs, inviting them to complete a questionnaire and
attend their practice for a check up and tests. The
general practices consider that they cannot carry out
the administrative work of making contact with each
person and obtaining consent, even if paid, and
instead, they provide the research team with names
and addresses. A letter signed by the GP is then sent to
each person, explaining the project and asking if they
will participate. No other personal information is
provided from the GP’s records until a person has
agreed to participate.

Scenario E

Disclosing information aboutmedical history
To test ways of maintaining the long-term health and
quality of life of people with heart disease, a study
needs to contact several tens of thousands of potential
volunteers, with a history of angina, heart attacks,
bypass surgery or other carefully defined conditions. A
team of research nurses identifies people meeting
these criteria from a range of different records at
dozens of centres, and after checking with the GP, the
trials office prepares letters to each individual, on
behalf of their GP.

patients aware that their information may be used for re-
search or other purposes not directly connected to their
treatment (see Sections 2 and 3.4 above). This might seem
unnecessary in Scenario C, which involves no disclosure
of confidential information or personal data outside the
General Practice, and is unlikely to raise legal or eth-
ical issues other than those mentioned in 4.1.1 above.
But even here, steps should be taken to make patients
aware that personal information is used in research in
the practice, and throughout the NHS, and that the care
team includes research staff. In Scenarios D and E, mak-
ing patients aware of how their information is used is
not only ethically important, but would also help to min-
imise the risk of legal challenge to researchers and health
professionals.
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4.2.2 Scenarios D and E illustrate the situations that give
rise to most ethical and legal uncertainty. Scenario D in-
volves the disclosure of a limited amount of personal in-
formation given in confidence without consent, and the
justification for this would need to be carefully considered
by the health professionals and researchers involved, and
by an ethics committee. If patients had previously been
given general information about how their records might
be used, and opportunity to raise objections, then this very
limited disclosure would be unlikely to give rise to any seri-
ous objections. If patients had not been given information,
then more caution would be needed: there would need to
be a clear justification for conducting the research in this
setting, and the potential benefits would have to outweigh
the breach of confidence involved.

4.2.3 Scenario E involves disclosing information about
medical history. While the number of people who have ac-
cess to the information is strictly limited, the information is
undoubtedly confidential and sensitive personal data, with
potential to cause some embarrassment or perhaps even
discrimination if disclosed. Many other types of medical
information, such as information about mental health or
sexuality, would be much more sensitive, and more likely
to cause distress or embarrassment if disclosed.

4.2.4 If patients were aware of how their records might be
used, the researchers, health professionals and ethics com-
mittee involved would need to satisfy themselves that the
disclosure was necessary and justifiable, and that the in-
formation would be used properly (see 4.1.1). The detail of
what patients were routinely told about their records, and
the degree of sensitivity of the information, would be im-
portant factors in the decision. If patients were not aware
that their informationmightbeused inthisway, thisproject
would be unacceptable unless there were a strong justifi-
cation, based on the absence of alternatives and clear po-
tential to benefit health.

4.2.5 The reasons why consent cannot be obtained at the
outset differ in Scenarios D and E. In D it is because of
the practicality of GPs undertaking large amounts of addi-
tional administrative work, in writing letters, chasing and
checking replies, and answering queries. In E direct access
to medical records is needed to ensure the right people are
identified using consistent and objective criteria, which re-
quires appropriately trained and supervised researchers.
In both scenarios, the disclosure of identifiable informa-
tion might be reduced or even avoided if the study could
be based in general practices with good facilities for doing
research.

4.2.6 The second ethical issue that studies of this sort raise
is how to contact people in a way that is unlikely to cause
worry or embarrassment. The first approach to people
identified from medical records should normally involve a
letter signedby thehealthprofessional responsible for their
care giving information about the research, or accompa-
nied by a letter from the researcher which does so. As well
as showing respect for the doctor-patient relationship, this
is a vital step in checking that the information on which the
researcher acts is up to date, and that those approached
are not recently bereaved or likely to be distressed for any
other reason. The advice of the person’s doctor in this area
must always be followed. The same principles apply to ap-
proaches based on data from disease registries.

4.2.7 It is acceptable for research teams to provide trained
clerical support for the health professional, to prepare and
distribute letters and related correspondence, if the clerical
staff are bound by a duty of confidence, and the research
cannot be in a setting where the care team has the capacity
to do this themselves.

4.2.8 The initial letters sent to patients should normally
cover all, or some of the following:
� why the research is being carried out, and how participa-

tion could help;
� how the patient has been selected;
� that the patient’s doctor has considered, and fully sup-

ports, the study;
� that there is no obligation to participate, and that their

decision will not affect their care;
� what will be involved i.e. in terms of time, interviews,

treatment, examinations etc.;
� the benefits (if any) that participants can hope to gain

from the research, and whether the study will involve any
commitment of time, discomfort, or risk on their part;

� that confidentiality will be safeguarded;
� a contact point in the medical/research team for queries

or information. If practical, this would be someone al-
ready known to the person;

� a reply form if the patient is willing to give permission
without further discussion.

4.2.9 When it is proposed to visit a patient at home, ad-
vance notice should be given in the form of a letter from
their doctor, explaining the purpose of the procedures, the
reason, thenameoftheinvestigator,andhowtheywill iden-
tify themselves. It must always be made clear that the pa-
tient is free to withdraw from the study at any stage. People
should normally be given a simple response form with an
SAE and adequate time to return it. Providing a Freephone
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number is also helpful. The care team or researchers should
either confirm by telephone, or wait for positive written
confirmation that the person is willing to meet them be-
fore calling in person. If the person has previously agreed
to take part in the study, and knows a visit will be involved,
then it is reasonable to assume that it is acceptable to call
at the time suggested unless told otherwise.

4.2.10 Where the study relates to a well defined group, it
is usually helpful to publicise the study through newslet-
ters, support groups and similar channels, before, or at the
same time as, making direct approaches to individuals. In-
formation needs to be provided in a language that is easy
to understand.

Contacting ward patients and patients attending clinics
4.2.11 If the people being contacted are in hospital, or at-
tending a clinic, the patient should be asked first if they will
see the researcher, or a member of the care team should in-
troduce the patient to the researcher. Hospitals should also
explain, in the information they give to patients, that they
may be approached by researchers.

4.3 Research based on existing records and
samples only

Scenario F

Stored tissue samples from former cancer patients are
to be examined for biochemical markers that might
hel predict how the disease will progress, and results
will be related to data from medical records on the
patient’s condition, treatment and outcome. There will
be no feedback to the patients, and there is no need to
subsequently monitor the longer-term survival of the
patients. Thus the data can be anonymised (unlinked)
before the analysis, but names have to be used to
identify patients and samples when the data are first
gathered.

4.3.1 The fact that a study does not require contact with
patients is not in itself a reason for not contacting people
for consent, if consent is practicable. The justification for
this study would need to be considered against the criteria
in Section 2, in the same way as (D) and (E) above, though
here, the minimal use of identifiable information would
be a very important consideration. This type of research
also raises the question of when it is right to create new
biological information about an individual with or without
consent, and these broader issues are dealt with in the MRC

ethics booklet “Collections of Human Tissue and Biological
Samples for use in research”.

Scenario G

Information from hospital records is to be analysed
anonymously (unlinked) to identify risk factors
predicting poor outcomes from surgery. As the
hospital staff cannot be redeployed to extract and
anonymise the information, a trained nurse or clerical
officer from the research team is assigned to copy and
anonymise the information.

4.3.2 Here too, although the justification for the study
would still need to be considered by an Ethics Committee,
the infringement of confidentiality is minimal, and there
are unlikely to be significant ethical or legal objections to
this aspect of the study.

4.4 Using information from non-medical sources to
contact people

Scenario H

To address concerns about the safety of an industrial
process, a research study aims to contact all those who
lived in the vicinity of a plant, or who worked there, to
survey their long-term health.

4.4.1 Direct approaches to members of the public identi-
fied from the electoral roll or other public sources do not
require consent or agreement of the individual’s doctor, but
it is usually advisable to notify local General Practitioners
before carrying out a study in an area. MRC expects medi-
cal studies of this sort to be reviewed by an LREC or MREC,
even though it is not obligatory. Direct postal approaches
aregenerally less likely to leadtodistressormisunderstand-
ing than “cold” telephone calls.

Selection by social or disability group
4.4.2 If the research focuses on the health of distinct socio-
economic groups (e.g. homeless or disadvantaged people)
or people of minority ethnic groups, researchers should
consider whether community organisations or other bod-
ies that might be able to represent their interests should be
made aware of the study, and should have the opportunity
of commenting on the research. When working in areas
where there may be significant immigrant populations,
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and when working with groups with sensory or learning
disabilities, researchers should also check whether trans-
lators or some other help with communication is needed. It
is also possible that some research participants may prefer
interviewers of the same gender.

Selection by employment
4.4.3 Occupational surveys to assess risks from work ac-
tivities, accidents, or from exposure to particular hazards
or toxic substances are often based on employers’ records.
Prior to such a survey, discussions should take place with
representatives of the staff involved, with management, the
occupational health service, and where possible with the
staff themselves. A normal approach would be through a
letterconfirmingthat theemployerandTradeUnionagreed
to the study taking place. Publicity through newsletters etc.
should also be considered, depending on the sensitivity of
the issue being studied.

5 Safeguarding confidentiality

5.1 Anonymisation and coding

5.1.1 Information should be modified so that some, or
all, of those who might see it are not aware of individual
identities, as early as possible in data processing. Although
anonymisation may introduce delays and increase risks of
error, even a simple coding system provides a safeguard
against accidental or mischievous release of confidential
information.

5.1.2 It is important to distinguish between the different
ways in which personal data can be modified to conceal
identities. The definitions we have used in this guide are:

Coded information contains information which could
readily identify people, but their identity is concealed by
coding, the key to which is held by members of the re-
search team using the information. This might be done,
for example, to limit the number of people who had ac-
cess to information about identifiable individuals, to re-
duce the risk of accidental disclosure, or when presenting
results. This helps to meet legal and ethical obligations to
protect personal information, but the research team still
holds identifiable personal data, and the use of coded data
falls within the scope of the Data Protection Act.
Linked Anonymised Data is anonymous to the research
team that holds it, but contains coded information which
could be used to identify people. The key to the code might,

15 In the accepted information technology sense of the term, over-

coming the accidental loss of some or all of the data stored on a system.

for example, be held by those responsible for the individ-
ual’s care, or by the custodians of a larger research database
or register.
Unlinked Anonymised Data contains nothing that has
reasonable potential to be used by anyone to identify indi-
viduals: the link to individuals hasbeen irreversiblybroken.
As a minimum, unlinked anonymous data must not con-
tain any of the following, or codes for the following:
� name, address, phone/fax. number, e-mail address, full

postcode,
� NHS number, any other identifying reference number,
� photograph, or names of relatives.

5.1.3 With both linked and unlinked anonymised data,
there is sometimes potential to deduce individuals’ iden-
tities through combinations of information, either by the
people handling research data, or by those who see the
published results. The most important potential identifiers
are:
� rare disease or treatment, especially if an easily noticed

illness/disability is involved;
� partial post-code, or partial address;
� place of treatment or health professional responsible for

care;
� rare occupation or place of work;
� combinations of birth date, ethnicity, place of birth, and

date of death.

5.1.4 Researchers should always consider – when design-
ing studies, before passing information to others, and
beforepublishinginformation–whetherdatacontaincom-
binations of such information that might lead to identifica-
tion of individuals or very small groups. Exactly how much
of this potentially identifying information can be safely in-
cluded in data that is assumed to be “unidentifiable” can
only be judged on a case by case basis, taking into account
the sample size, the ways in which results will be published
and used, and all other circumstances of the study.

5.1.5 Both types of anonymisation can help avoid the need
to disclose confidential medical information without con-
sent.Linkeddata is typicallyusedwhere itmaybenecessary
to refer back to the original records for further information,
or for verification, or if it is planned to provide feedback to
patients or those responsible for their care. Unlinked data
ensures absolute confidentiality, but by precluding follow-
up, verification or feedback, may be incompatible with the
research aims, or the interests of the participants and the
health service.

5.1.6 If it is practical and reliable, the removal, or coding,
of identifying information should be done within the team
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or organisation responsible for the individual’s care. Where
this is not possible, it is preferable for a member of the
research team to help with the anonymisation rather than
for identifiable information be used.

Anonymised data and ethical review
5.1.7 Research Ethics Committee approval is required for
the use of coded and anonymised data from NHS medi-
cal records. The use of anonymous personal data is much
easier to justify ethically and legally, but it must still only be
used for bona fide research in the public interest. Remov-
ing all apparent personal identifiers will not always protect
a patient’s identity – for example in cases of rare disease –
and anonymous data can still lead to new and disturbing
information about groups or districts.

Data in Clinical Studies
5.1.8 In small scale clinical studies, which involve frequent
reference by research and medical staff to current pa-
tients’ conditions, encoding and decoding information can
present a significant obstacle to effective team work, and
increases the risk of an error that could affect the patient’s
care. Use of weaker codes (such as initials) in processing re-
search data is acceptable where patients have already given
consent to the use of their information in research as well
as for their care, and when it can be guaranteed that only
a small number of research staff will have access to the
information.

5.2 The research team

Members of a research team who use personal medical in-
formation should be placed under a duty of confidentiality
equivalent to that of a health professional. To reinforce this
duty:
� Universities and other research organisations must en-

sure that all contracts and codes of conduct make clear
that any breach of confidence is a grave disciplinary
matter;

� teamleadersmustensureall staff, students, visitingwork-
ers, and collaborators fully understand the standards ex-
pected, and the importance of confidentiality;

� team leaders and line managers should ensure that infor-
mation and advice on principles and practice in this area
is readily available.

5.2.1 The Medical Research Council’s staff code already
creates such an obligation, and it is reinforced by staff train-
ing and induction.

5.2.2 As discussed in section 3.6.5, MRC supports moves to
clarify responsibilities for research governance in the NHS,
andstrengthenaccountabilityof researchers toNHSbodies

through ensuring better internal information systems and
other means.

5.2.3 Access to personal information that is neither
anonymised nor coded must be restricted to the smallest
number that will allow the study to be done effectively. Ac-
cess to encoded or anonymised data must also be under the
controlof themedicaldirectororprincipal investigator,but
the numbers with access can be larger.

5.3 Data security

Ensuring data are secure is a legal obligation under the
Data Protection Act: the level of security, and the cost and
effort involved, should reflect the nature of the information
and the harm that might result from unauthorised disclo-
sure or loss. Every research team must maintain written
procedures for keeping electronic and written personal in-
formation secure, which must be enforced and reviewed at
regular intervals. The measures needed to protect IT sys-
tems and data transfers, in particular, need frequent review
and expert local advice should be sought. For this reason,
the guidelines that follow should be viewed as a checklist,
rather than as a comprehensive guide.

5.3.1 Responsibilities
Thereshouldbeclearlyassignedresponsibilities for:overall
management and control of research data; rapid response
to breaches of security or leaks; management of the soft-
ware; maintenance of backup regime and disaster recovery
arrangements; ensuring duplicate files are kept to the min-
imum needed, controlling access rights, and changing ac-
cess rights promptly when the team changes. The person
or people responsible will normally report directly to the
principal investigator on issues of data security.

5.3.2 Responsibilities for data security or disposal at the
end of a project (see Section 7) must also be clear. If
archived, data must be accorded the same level of secu-
rity as when they were in active use. If destroyed, all copies
of the data must be destroyed in a secure way. Records of
destruction must be kept as these may be required for audit
or other purposes later.

5.3.3 Physical Environment
� Rooms containing paper documents or computers

should be accessible only to a limited number of autho-
rised personnel;

� All relevant servers, routers, gateways and other critical
equipment should be housed within a secure area;

� Workstations which are logged onto personal research
data should not be left unattended;
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� Data stored on laptop computers and other mobile ma-
chinesarealwaysathigher riskof lossor theft. Identifiable
personal data should only be stored on these machines
in special circumstances – for instance, when patients are
interviewed and the data entered directly onto computer.
Data thus stored on a laptop computer should then be
transferred to a secure computer at the earliest opportu-
nity and wiped from the portable’s memory.

5.3.4 Electronic Environment
� Access rights to data and applications software should

be clearly defined and staff authorised to access personal
data should be formally notified in writing of the permis-
sible scope of their access;

� For each application, system users should have a valid
user system account name, i.e. a username ID, and a pass-
word known only to that user to prevent unauthorised
use of systems. Users should be forced by systems to al-
ter their passwords regularly – the frequency may vary
according to the constraints of the system software but
should be aimed at maintaining high levels of security.
Passwords must not be written down or shared with other
users under any circumstances. “Temporary” user ac-
counts should not be used;

� A confidentiality warning message should be displayed
on entering systems, informing the user that the system
contains confidential information and is for authorised
users only;

� Users should ensure that, at log-off, documents recently
used and containing confidential information are cleared
from applications on start up;

� Personal medical information should not normally be
sent over the Internet via attached documents, FTP, or
other systems. Where this has to be done, the data
should be reliably encrypted. Databases transferred by
mail should be sent by registered post.

6 Safeguarding other interests of the individual

6.1 Avoiding harm or distress

6.1.1 Apart from the possibility of allowing personal infor-
mationto leakoutbyaccidentor throughdeliberatewrong-
doing, researchers also need to be alert to the possibility of
causing harm or distress through:
� approaching people or families who may be distressed,

bereaved, or mentally ill;
� errors in the data used to contact people;
� feeding back findings to study participants and/or fami-

lies (even where they have requested this);

� publishing findings which could be linked back to partic-
ipants;

� publishing findings which lead to discrimination;
� allowing re-use of data for other purposes without proper

ethical supervision.

6.1.2 The best safeguard against approaching the wrong
people, or contacting people who may be distressed by the
approach, is the role of the person’s doctor in approving
the approach, and, where possible, in making the initial
approach. However, occasional errors are always possible,
and research staff should be prepared to respond to mis-
takes sensitively and promptly.

6.1.3 The potential for harm to the interests of a defined
group may be unavoidable where research has the poten-
tial to highlight that group as having, for example, poor
health behaviour or being “at risk” from a particular local
environmental hazard, or where the research may confirm
stereotypes. Researchers must try to anticipate these issues
before ethical review, and must consider whether any risk
of harm is outweighed by longer term benefits to society,
and/or to the group. Researchers must also consider con-
sulting the groups involved, or their representatives, to ex-
plain their work, and listen to any concerns.

6.2 Feedback and publication

6.2.1 The question of when study participants should have
access to new information specifically about them or their
family that is generated in research is dealt with in the par-
allel MRC guideCollectionsof HumanTissueandBiological
Samples for use in research.

6.2.2 The results of clinical trials, records-based research
and epidemiological surveys can have substantial implica-
tions for individuals. People will be concerned about new
risks, or potential side-effects of treatment, to which they
may have been exposed, especially if they did not know
about the research. Those who have a relevant illness will
wonder whether this is as a result of the exposure or treat-
ment. Researchers should liase with Health Authorities,
Health Boards, General Practices, relevant consumer or-
ganisations or other bodies to ensure people have easy
access to good information and advice, before publishing
findings which are likely to be contentious or worrying.

6.2.3 The people who have participated in a study should,
wherever feasible, be notified of the outcome of the study,
and told of the general results. If researchers feel it is im-
possible or inappropriate to do this, the reasons should
be discussed with the ethics committee when approval is
sought.
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6.2.4 Individuals and families must never be identified in
publications without signed consent for that specific publi-
cation. Researchers must avoid publishing potential iden-
tifiers, such as date of birth or death, which might appear
innocuous to the research team but which could reveal the
patient’s identity to close relatives or friends. Caution is
also needed when publishing research about small groups
of people, such as work on disease clusters, patient case se-
ries in a particular centre, and research on new treatments
or rare adverse reactions, especially if the findings are likely
to attract a lot of media attention. In these cases there is a
particularly high risk that groups and cases may be identi-
fied by deduction.

7 Storage and re-use of research data

7.1 Storage

7.1.1 Research records need to be preserved for the longer-
term for a number of reasons – other than for historical
posterity. Firstly, records may be needed later on for scien-
tific validation of research, or for future research and audit.
Secondly, occasionally there is a need for access to records
over the whole lifetime of patients, both by the patients
themselves (who may have continuing long-term concerns
about their own health) and their clinicians – for instance,
where trials of novel treatments were involved.

7.1.2 MRC would expect that research records relating to
clinical or public health studies should be maintained for
twentyyears, toallowadequate timefor review, reappraisal,
or further research, and to allow any concerns about the
conduct or consequences of the work to be resolved. Be-
yond this date, full records may need to be retained for
a few studies only, such as those which were of histori-
cal importance, where novel clinical interventions were
first used, those which have proved controversial, or where
research is ongoing. In the remaining clinical and public
health studies, and all other studies for which consent was
obtained, a subset of the original records, covering the pro-
tocol, the consent procedure, the people who consented to
take part,16 and any records of adverse effects should be
retained until thirty years have elapsed.

7.1.3 MRC’sexpectation is thatoncearesearchteamceases
to exist, when the team leader moves to another centre,
or when the team stops working in a particular area, the
responsibility for their informationpasses to theUniversity,
Hospital,or researchcentre. If recordsare tobestored in the

16 Unless the study used anonymised and unlinked information.

long-term, a custodian must be designated for them, and
thecustodian’s rolemust includeensuringthat information
is treated in confidence. If, in due course, the records are
to be archived, this should be done in secure repositories.
Areas where records may be consulted should be equally
secure.

7.2 Re-use of data by third parties

7.2.1 Researchers obtaining information with consent
should, wherever possible, anticipate likely needs to
archive the data, and to share data sets with other re-
searchers, and make this clear to the people involved. Con-
sent to this should be distinct from consent to the primary
use of the information. Existing data sets can be shared
withotherresearchersprovidedthis isnot inconsistentwith
what participants were told about how the data would be
used. For example, the use of clinical trial data for meta-
analyses should not, in our opinion, require new consent.

7.2.2 In any case where research data are shared with an-
other group for new studies:
� The custodian must ensure that the group accepts a duty

of confidence and protects confidentiality through train-
ing procedures, etc, to the same standards as the custo-
dian. Normally, only anonymised data should be passed
on;

� The custodian must ensure that personal data are not
passed to a country without legal protection for personal
dataequivalenttothat intheUK,unlessthecustodianfirst
assures themselves that the data will be adequately pro-
tected in practice. Under the terms of the Data Protection
Act 1998, there are no special restrictions on transfers of
identifiable data within the European Economic Area na-
tions.17 Outside of the EEA – e.g. for data sent to the USA,
or any developing country – the custodian must either:
remain able to control the use of the data transferred;
anonymise the data; or obtain the individuals’ explicit
consent to send their data to another centre. Further de-
tails are available on the WebSite of the Office of the Data
Protection Commissioner: www.dataprotection.gov.uk

� The third party must not pass on the data to any other
group;

� Individuals may not be re-contacted except via their doc-
tor, or, in the case of cohorts who have given consent,
the original research group. Re-contacting individuals in-
volved in past studies requires some sensitivity, as this

17 These are: Austria, Belgium, Denmark, Finland, France, Germany,

Greece, Iceland, Ireland, Italy,Liechtenstein,Luxembourg,Netherlands,

Norway, Portugal, Spain, Sweden and the UK.
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may cause anxiety and – with the march of time – peo-
ple may not wish to have a reminder from the past. Re-
contacting should therefore only be carried out if it is ab-
solutely necessary, and only with LREC/MREC approval.
It should be made clear in the information and consent
documents that information from one study may be used
in later studies;

� LREC/MREC approval is needed for any use of identifi-
able data, and for any unidentifiable data taken from NHS
records not already in the public domain;

� LREC/MREC approval is not needed for re-use of uniden-
tifiable data obtained directly from study participants, or
for re-analysis, by any research group, of unidentifiable
data from previous research;

� Where the research group that conducted the study no
longer exists, the custodian of the data must ensure that
the same standards are applied, and that LREC/MREC
approval is obtained where necessary.

8 Information and consent forms

8.1 Patient leaflets and notices

8.1.1 The Department of Health guidelines Protection and
Use of Patient Information (1996) provide advice on in-
forming patients and a model notice that can be adapted
to suit local needs. Centres active in research will nor-
mally wish to include some additional specific informa-
tion about their research in patient leaflets. This could
cover: the reasons for research; the fact that Universities (or
other research organisations) work closely with the hospi-
tal or practice and regularly receive information; the main
sources of funds for the research; that research is indepen-
dently reviewed; and that all research staff have the same
duty of confidence as the health professionals caring for
them. Patients should also be told whom to contact if they
have any concerns.

8.2 Consent procedures

8.2.1 Where patients are asked to participate in any clinical
study, the patient information sheet must directly refer to
the treatment of personal data, and explain:
� who will have access to their data;
� theconfidentialityof thedata (includingreference tocod-

ing/anonymisation if necessary);
� what will happen to the data once the study is complete.

18 Further advice information and consent forms can be found in the

MREC Guidelines for Researchers on Patient Information Sheets.

8.2.2 Where information isbeinggathered for largescaleor
long-term studies, such as cohort studies, the information
provided may need to include all or some of the following,
depending on the nature of the study and the commitment
the person is being asked to make:
� the typesof studies the recordsorhealthdatamaybeused

for and the conditions that may be investigated;
� who will be responsible for custodianship of the infor-

mation (normally this will be the person in charge of the
study and/or the principal investigator) and to what or-
ganisation they belong;

� the arrangements for protecting the patient’s confiden-
tiality;

� who will have access to the data;
� the uses to which the data will be put;
� whether and how the individual or their doctor will be

contacted again;
� the arrangements for actively feeding back informa-

tion to participants, or providing access to research
results;

� (if relevant) that anonymised and unlinked data may be
passed on to other researchers;

� that they may ask to see the information held about them
and withdraw from the study at any time (if the study
design allows data linkage);

� who to contact if they have any concerns about the use of
their data;

� what happens to the data once the study is complete;
� how they will find out about any change in the study’s

direction or custodianship.

8.2.3 If it isexpectedthatdata–apart fromanonymisedand
unlinked data – may be used in other, secondary studies,
the information may need to explain as well:
� any possible impact of secondary studies on their inter-

ests;
� how they can find out about secondary studies;
� what sorts of information might be passed to others, un-

der what conditions;
� that secondary studies would have to be approved by an

ethics committee.

Checklist for records-based research Annex 1

Context

� Is the study based on a group of patients, or a data set, for
which consent has already been obtained?

� Could the study (or parts of it) be done with consent?
� How well informed are patients in the hospitals/practices

about how their information is used? What would they
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reasonably expect? Have they had an opportunity to ex-
press any concerns?

Justification for the study

� How sensitive is the information involved? Are there any
particular risks of harm or distress?

� What impact, if any, could the study findings have on the
people involved?

� Do the benefits outweigh any foreseeable risks?
� If consent to the study is impracticable, do its potential

benefits to people, as individuals or as members of soci-
ety, outweigh the infringement of confidentiality, and any
risks of harm or distress?

Conduct of the study

� If people are being approached, when are they being ap-
proached and why?

� If people are being approached, will they get adequate ex-
planation of motives and safeguards, and of their right to
optout.Will itbeclear to themthat thedoctor responsible
for their care supports the approach?

� Will the information be anonymised (linked or unlinked)
or encoded, and if so at which stage in the project?

� What people will have access to personal information
during the study? Have they been made formally aware
of their duty of confidence, and suitably trained?

� Do procedures for day to day work, electronic data se-
curity, and records storage offer adequate protection for
personal information?

� What sorts of findings are likely, and what arrangements
are there for these to be fed back to the people involved –
if appropriate?

� What will happen to the data after the study is complete?

Responsibilities of a doctor providing personal
information Annex 2

A All health professionals have both a responsibility to pro-
tect their patients’ confidentiality, and a responsibility
for supporting high quality, ethical, research which is
likely to benefit their patients as members of the UK
public, in the longer term. Health professionals, and es-
pecially those involved in research, should ensure that
patients are provided with effective information about
how medical records are used, and why this is important.
This should limit the occasions when responsibilities to
patients and to research appear to conflict.

B Health professionals are personally responsible for as-
suring themselves that their use of confidential informa-
tion is justified, that practical safeguards to protect con-
fidentiality are in place, and, in particular, that Research
Ethics Committee approval has been obtained. They
should remember that the ultimate responsibility for
protecting their patients’ legal rights and their employer’s
interests lies with them, and should ensure they are fa-
miliar with guidance from the GMC and other bodies.

C Doctors should normally:
� write a letter to patients when they are first asked to

participate in the study;
� ensure they know which patients will be involved, and

provide researchers with any advice about patients’
circumstances that will help them avoid causing
worry or distress. Doctors may sometimes need to
advise against approaching a particular individual,
without necessarily giving any reason if the reason
is itself confidential. This is especially important if
the patients will be asked to consent to any physical
examination or invasive procedures;

� ensure they are familiar with the design of the study
and the safeguards, and able to answer patients’
queries, even though the researchers may be the
normal contact point for participants;

� when they can do so effectively, and it is consistent
with the study design, doctors should anonymise
(linked or unlinked) the information before passing it
on to researchers.

The Data Protection Act 1998 Annex 3

Data protection principles

A The 1998 Act, like its predecessor, is based around a set
of core principles.
1 Personal data shall be processed fairly and lawfully

and, in particular, shall not be processed unless: (a) at
least one of the conditions in Schedule 2 is met, and
(b) in the case of sensitive personal data, at least one
of the conditions in Schedule 3 is also met.

2 Personal data shall be obtained only for one or more
specified and lawful purposes, and shall not be fur-
ther processed in any manner incompatible with that
purpose or those purposes.

3 Personal data shall be adequate, relevant and not ex-
cessive inrelationtothepurposeorpurposesforwhich
they are processed.

4 Personal data shall be accurate and, where necessary,
kept up to date.
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5 Personal data processed for any purpose or purposes
shall not be kept for longer than is necessary for that
purpose or those purposes.

6 Personal data shall be processed in accordance with
the rights of data subjects under this Act.

7 Appropriate technical and organisational measures
shall be taken against unauthorised or unlawful pro-
cessing of personal data and against accidental loss or
destruction of, or damage to, personal data.

8 Personal data shall not be transferred to a country or
territory outside the European Economic Area unless
that country or territory ensures an adequate level of
protection for the rights and freedoms of data subject
in relation to the processing of personal data.

Personal data means “data which relate to a living indi-
vidual who can be identified (a) from those data), or, (b)
from those data and other information which is in the
possession of, or is likely to come into the possession of,
the data controller.”

The “data controller” is “a person who (either alone or
jointly or in common with other persons) determines the
purposes for which, and the manner in which any per-
sonal data are, or are to be, processed.”

B The “sensitive data” referred to in the first principle in-
cludes all information relating to a person’s physical or
mental health or condition, sexual life, racial or ethnic
origin, religious or political beliefs, trade union mem-
bership, or (alleged) crimes. The references to process-
ing data “fairly and lawfully” draw in the concept of “fair
processing” (such as ensuring people are not deceived as
to the reasons why information is being collected from
them) and also mean that anything which is unlawful
under Common Law, cannot be acceptable under the
Act.

C Ordinarypersonaldatacannotbeprocessedunless: (The
conditions listed below are those most likely to be rele-
vant).

Schedule 2
1 The data subject has given his consent to the processing.
(or)

4 The processing is necessary in order to protect the vital
interests of the data subject. (or)

5 The processing is necessary:
(a) for the administration of justice [. . . ]
(d) for the exercise of any other functions of a public
nature exercised in the public interest by any person. (or)

6 (1) The processing is necessary for the purposes of legit-
imate interests pursued by the data controller or by the

third party or parties to whom the data are disclosed, ex-
cept where the processing is unwarranted in any particu-
lar case by reason of prejudice to the rights and freedoms
or legitimate interests of the data subject.
(2) The Secretary of Sate may by order specify particular
circumstances in which this condition is, or is not, to be
taken to be satisfied.

Schedule 3
In addition, sensitive data cannot be processed unless:
1 The data subject has given his explicit consent to the

processing of the personal data. (or)
8 (1) Theprocessingisnecessaryformedicalpurposesand

is undertaken by:

(a) a health professional, or
(b) a personal who in the circumstances owes a duty

of confidentiality which is equivalent to that which
would arise if that person were a health professional.

(2) In this paragraph “medical purposes” includes the
purposes of preventive medicine, medical diagnosis,
medical research, the provision of care and treatment
and the management of healthcare services.

D Use of data for medical research will normally be justi-
fiable under Sections (1) or (6) of Schedule 2, and Sec-
tions (1) or (8) of Schedule 3. However, the fact that use of
medical records is acceptable under these clauses of the
Act does not necessarily mean it is lawful or fair: it also
to be consistent with Common Law on confidentiality,
and with general concepts of fairness.

E The Act recognises that research work and statistical
work often require information to be processed in ways
other than those for which it was collected, and that it is
often unreasonable to expect members of the public to
know about this processing, or to have the right to access
the data. Research is given special exemptions in Section
33 of the Act.

Research, history and statistics
33(1) In this section, “research purposes” includes statisti-

cal or historical purposes; “the relevant conditions”
in relation to any processing of personal data means
the conditions:

(a) that the data are not processed to support mea-
sures or decisions with respect to particular indi-
viduals, and

(b) that the data are not processed in such a way
that that substantial damage or substantial dis-
tress is, or is likely to be, caused to any data
subject.
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33(2) For the purposes of the second data protection prin-
ciple, the further processing of personal data only for
research purposes in compliance with the relevant
conditions, isnot toberegardedas incompatiblewith
the purposes for which they are obtained.

33(3) Personal data which are processed only for research
purposes are exempt may, notwithstanding the fifth
data protection principle, be kept indefinitely.

33(4) Personal data which are processed only for research
purposes are exempt from section 7 if –

(a) they are processed in compliance with the rele-
vant conditions, and

(b) the published results of the research or any re-
sulting statistics are not made available in a form
which identifies data subjects or any of them.

(Note: Section 7 of the Act deals with individuals’ right to
access the data that organisations hold on them)

33(5) For the purposes of subsections (2) to (4) personal
dataarenot tobetreatedasprocessedotherwise than
for research purposes merely because the data are
disclosed:

(a) to any person, for research purposes only
(b) tothedatasubjectorapersonactingonhisbehalf
(c) at the request, or with the consent, of the data

subject or a person acting on his behalf
(d) in circumstances in which the person making the

disclosure has reasonable grounds for believing
that the disclosure falls within paragraph (a), (b),
or (c).

The 1998 Human Rights Act Annex 4

The1998Act incorporates therightsandfreedomssetout in
the 1950 European Convention on Human Rights into UK
law. The Act gives UK courts the authority to rule that exist-
ing or new UK laws are incompatible with these rights and
freedoms. The Act makes it unlawful for a public authority,
by its acts or failures to act, to conduct itself in a manner
incompatible with the Convention. Courts can hear cases
brought by people affected by the actions or inaction of
public bodies, and can order public bodies to make redress
or pay damages.

The interpretation of the Act in the UK will take account
ofpreviousrulingsby theEuropeanCourtofHumanRights.

The Convention covers matters such as:
� protection of property
� the right to life
� prohibition of torture
� prohibition of slavery and forced labour

� right to liberty and security
� right to a fair trial
� prohibition of punishments without legal foundation
� right to respect for private and family life
� freedom of thought, conscience and religion
� freedom of expression
� freedom of assembly and association
� the right to marry
The Act sets out situations in which laws can restrict these
rights, for example to prevent civil disturbance or protect
public health, and possible justifications for public bodies
infringing these rights. In relation to the right to respect for
private and family life, the Act states:
1 Everyonehastheright torespect forhisprivateandfamily

life, his home, and his correspondence.
2 There shall be no interference by a public authority with

the exercise of this right except such as in accordance
with the law and is necessary in a democratic society
in the interests of national security, public safety or the
economic well-being of the country, for the prevention of
disorder or crime, for the protection of health or morals,
or for the protection of the rights and freedoms of others.

The confidentiality of medical information about a person
is seen as an integral part of respect for private and family
life. Previous European cases dealing with disclosures of
medical information in criminal cases and other areas have
focussed on:

� whether the disclosure was in accordance with na-
tional law

� whether it was necessary
� whether it was proportionate (i.e. no greater than

needed for the purpose).

Other statutory requirements Annex 5

Aside from the Data Protection Act 1998, there are other
statutes and regulations on the disclosure of information:
� The NHS (Venereal Diseases) Regulations 1974 and the

NHS Trusts (Venereal Diseases) Directions 1991, prevent
the disclosure of any identifying information about a pa-
tient examined or treated for a sexually transmitted dis-
ease (including HIV and AIDS) other than to a medical
practitioner (or to a person employed under the direc-
tion of a medical practitioner) in connection with and for
the purpose of either the treatment of the patient and/or
the prevention of the spread of the disease.

� The Human Fertilisation and Embryology Act 1990, as
amended by the Human Fertilisation and Embryology
(Disclosure of Information) Act 1992, limits the circum-
stances in which information may be disclosed by centres
licensed under the Act.
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� The Abortion Regulations 1991 impose obligations on
medicalpractitionerswhocarryout terminationsofpreg-
nancy to notify the Chief Medical Officer and to provide
detailed information about the patient. The Chief Med-
ical Officer may then only disclose that information in
accordance with the provisions of the regulations.

Source: For the Record: managing records in NHS Trusts
and Health Authorities’, Health Service Circular HSC
1999/053 (March 1999).
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Information Commissioner’s Foreword

The Data Protection Act 1998 presents a number of sig-
nificant challenges to data controllers in the health sector.
Over the course of the last year, I have seen a significant
increase in the number of requests for assistance from

c© The Information Commissioner.

individuals. At the same time I have been asked to consider
issues arising out the Department of Health electronic pa-
tient records project, issues in relation to cancer and other
disease registries, and issues in relation to the use of pa-
tient data in research. Frequently these requests for advice
have significant implications for the NHS as a whole and
the Department of Health as well as for patients.

It seems to me that there are several reasons for the in-
crease in requests for assistance and advice. Firstly there
has been an extension of the scope of Data Protection
from purely automated records to many classes of man-
ual records. Whereas the 1984 Act only applied to com-
puterised records, the 1998 Act applies fully to all patient
records whether they are held on computer or in paper
files, and whether they consist of hand written case notes
or x-rays.

Secondly, it is clear that many practitioners are confused
between the requirements of the Data Protection Act and
those of the various regulatory and representative bodies
within the sector including the GMC, MRC, and BMA. To
some extent the advice issued by these different bodies
may reflect their different roles. To some extent it may also
reflect misunderstandings of the requirements of the Act.
It is a common misconception, for instance, that the Act
always requires the consent of data subjects to the pro-
cessing of their data. At the same time, as private litigation
increases throughout society, many health service bodies
have adopted a more cautions approach towards the use
and disclosure of patient data, fearing that uses and disclo-
sures of data which previously seemed unexceptionable
might attract action for a breach of confidence.

Thirdly, the demands that are placed on the health ser-
vice are greater and more varied than ever before. Health
Authorities, NHS Trusts and individual practitioners are in-
creasingly involved in inter-agency initiatives, whether in

391



392 Manual for Research Ethics Committees

the context of the Crime and Disorder Act or the joint de-
livery of health and social care with local authority social
service departments. Meanwhile, the creation of a national
system of electronic health records is likely to raise fresh
questions about who is responsible for those records and
who should be allowed access to them.

If steps are not taken to clarify the ground rules, then the
uncertainty experienced by clinicians and NHS organisa-
tions may translate into concerns on the part of patients
as to who has access to their records and on what basis
their personal data are processed. In that context I wel-
come wholeheartedly statements by Department of Health
Ministers that in the foreseeable future all processing of
patient records should be on the basis of informed con-
sent. I also welcome the decision of the NHS Executive to
begin work on development of a Code of Practice that is
aimed at producing coherent practical guidance for clin-
icians and health service bodies incorporating the differ-
ent standards emanating from the different professional
and representative bodies. The guidance that I have pub-
lished is more limited in its ambition. My aim has been
to clarify the minimum requirements of the Data Protec-
tion Act, providing answers to frequently asked questions
such as:
� Is patient consent necessary for processing?
� If so, in what circumstances?
� If so, in what form?
� When is it necessary to anonymise data?
� When is it necessary to pseudonymise data?
Although as far as possible the Guidance attempts to pro-
vide practical examples of the steps that should be taken in
order to achieve compliance with the requirements of the
Act, the audience for the Guidance is not primarily prac-
titioners but data protection officers, Caldicott Guardians
and those charged with the development of the IT infras-
tructureof theNHS. It is, inotherwordsasomewhat techni-
cal document that seeks to explain the enforceable require-
ments of the Data Protection Act rather than to describe
“good practice”.

Theterm“enforceablerequirements”referstothepowers
given tomeby theAct to takeactionagainstdatacontrollers
whomIconsider tobe inbreachofanyof theeightDataPro-
tection Principles in Schedule 1 of the Act. The Act does not,
however, require that I take enforcement action on each oc-
casion that I consider that there has been a breach. Before
serving an enforcement notice I will not only measure the
performance of the data controller against the standard set
out in the guidance but also consider, as the Act requires,
whether the actions of the data controller have caused
damage or distress to any individual. I shall also have re-
gard to the circumstances of different data controllers. For

instances, as is explained in the section of the Guidance
dealing with privacy enhancing technologies, in many
cases itmaybepossible toprocesspatientdata, for instance
for research or administrative purpose, without having ac-
cess to the data which would identify particular patients.
While I would not necessarily expect each GP practice to
develop its own IT system capable of concealing the identi-
ties of patients from those who do not need to know them,
I do expect those developing IT systems for use by GPs to
build in such a capability and I would certainly consider
action against a GP (or any other data controller) who did
not make use of the features available on a system for max-
imising the privacy of patients.

Finally, I would like to thank all those who have con-
tributed towards the development of this guidance. Some
seventy responses were received to the initial consultation
paper issued in May 2001. Since a number of these were re-
ceived from representative bodies, the number of organi-
sations who had input was actually much greater. I would
also particularly like to thank those individuals and organi-
sationswhoattendedtheconsultativeseminarwhich Iheld
in October of last year. While there will inevitably be issues
upon which I am asked to provide further clarification, I am
certain that without the help of all those who contributed
to the consultation I would have faced a far greater number
of such requests.

Elizabeth France
May 2002

Chapter 1: Introduction

Scope of the Guidance

The Data Protection Act 1998 gives effect in UK law to
EC Directive 95/46/EC, and introduces Eight Data Protec-
tion Principles that set out standards of information han-
dling. These standards apply to all data controllers who
process personal data. This guidance is concerned with
the application of the Act with regards to the processing
of information contained within ‘health records’. The term,
“Processing”, includes the collection, use, and disclosure of
personal data. The guidance is limited, in the main, to the
requirements of the First Data Protection Principle and the
Second Data Protection Principle. Further general advice
regarding the other Principles, which cover such matters
as data quality, rights of access, and security, can be found
in “The Data Protection Act 1998 – Legal Guidance”, which
is available on the Information Commissioner’s website at
www.informationcommissioner.gov.uk.
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The term ‘health record’ is defined by Section 68 of the
Act, and means any record which:
� consists of information relating to the physical or mental

health or condition of an individual, and
� has been made by or on behalf of a health pro-

fessional in connection with the care of that individual.
The term ‘health professional’ is also defined by the Act,
and the definition is included in Appendix 2.

This Guidance will be of most value to individuals within
organisations(includingboththepublicandprivatesector)
whose responsibilities include data protection, privacy and
confidentiality issues. These may include data protection
officers, Caldicott Guardians, or legal advisers. The Guid-
ance sets out the requirements of the law and in some cases
provides an indication of the issues that data controllers
will need to consider when fulfilling their obligations un-
der the Act. The Guidance also aims to provide an indica-
tion of the standard which the Information Commissioner
will seek to enforce. It is not the intention of this Guid-
ance to provide specific advice on all the possible uses and
disclosures of patient information. Data controllers will
need to apply the general advice provided here to their spe-
cific situations. Box 1 gives an indication of the areas upon
which guidance is provided. These are treated more fully in
Appendix 1.

Box 1

Examples of uses and disclosures of personal data

a) Care & Treatment
� Routine record keeping, consultation of records etc,

in the course of the provision of care and treatment;
� Processing of records in the event of a medical

emergency;
� Disclosures made by one health professional or

organisation to another, e.g. where a GP refers a
patient to a specialist;

� Clinical audit e.g. the monitoring of a patient care
pathway against existing standards and benchmarks.

b) Administration
� Processing for administrative purposes, e.g.

disclosure by a GP made in order to receive
payment for treatment provided;

� Administrative audit, which may include studies
designed to improve the efficiency of the NHS as an
organisation, e.g. to support decisions about the
allocation of resources.

c) Research & Teaching
� Statutory disclosures to disease registries and for

epidemiological research;
� Non-statutory disclosures to disease registries and

for epidemiological research;
� Clinical trials;
� Hospital-based teaching;
� University-based teaching.

d) Use and disclosures for non-health purposes
� Disclosures for Crime and Disorder Act 1998

purposes;
� Disclosures to the police;
� Disclosures to hospital chaplains;
� Disclosures to the media.

This list is not exhaustive. It is likely that data controllers
will need to apply the requirements of the Act to uses
and disclosures of health data that are not listed
above.

Chapter 2: First Data Protection Principle

The First Data Protection Principle states:

“Personal data shall be processed fairly and lawfully and, in
particular, shall not be processed unless –
a) at least one of the conditions in Schedule 2 is met, and
b) in the case of sensitive personal data, at least one of the

conditions in Schedule 3 is also met”
The conditions is Schedules 2 and 3, referred to above, are
listed in Appendix 2.

It is possible to identify a number of separate, albeit cu-
mulative, requirements of this Principle:
� The requirement to satisfy a condition in Schedule 2 and

Schedule 3;
� The requirement to collect personal data fairly;
� The requirement to process personal data lawfully.

The requirement to satisfy a condition in Schedule
2 and Schedule 3

In all cases data controllers must satisfy at least one of the
conditions in Schedule 2 of the Act. In the context of health
sector data controllers, the most relevant Schedule 2 con-
ditions are likely to be:
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� Processing with the consent of the data subject;
� Processing necessary to protect the vital interests of the

data subject;
� Processingwhichisnecessary for theexerciseof functions

of a public nature exercised in the public interest by any
person;

� Processing which is necessary for the purposes of the
legitimate interests pursued by the data controller or
those of a third party to whom the data are disclosed,
except where the processing is prejudicial to the rights
and freedoms or legitimate interests of the data subject.

In practice, it is unlikely to be difficult to satisfy one of these
conditions. The focus of this section of the Guidance is
therefore on the Schedule 3 processing conditions, at least
one of which must be satisfied when processing sensitive
personal data. “Sensitive data” is defined in the Act and in-
cludes data that relates to the physical or mental health of
data subjects. No distinction is drawn in the Act between,
say, data relating to the mental health of patients and data
relating to minor physical injuries: they are all sensitive.

The most relevant Schedule 3 conditions are likely to be:
� Processing with the explicit consent of the data

subject;
� Processing necessary to protect the vital interests of the

data subject or another person, where it is not possible to
get consent;

� Processing necessary for the purpose of, or in connec-
tion with, legal proceedings (including prospective legal
proceedings), obtaining legal advice, or is otherwise nec-
essary for the purposes of establishing, exercising or de-
fending legal rights;

� The processing is necessary for medical purposes and is
undertaken by a health professional or a person owing a
duty of confidentiality equivalent to that owed by a health
professional.

The Act provides that included within the term ‘medical
purposes’ are preventative medicine, medical diagnosis,
medical research, the provision of care and treatment, and
the management of healthcare services. This definition,
with the exception of medical research, is taken from the
Directive from which the Act is derived. The Commissioner
considers that the term ‘vital interests’ refers to matters of
life and death.

The Schedule 3 conditions have been supplemented by
further conditions set out in the Data Protection (Process-
ing of Sensitive Personal Data) Order 2000. The most likely
conditions for the purposes of this Guidance are:
� Processingofmedicaldataordatarelatingtoethnicorigin

for monitoring purposes;
� Processing in the substantial public interest, necessary

for the purpose of research whose object is not to

support decisions with respect to any particular data sub-
ject otherwise than with the explicit consent of the data
subject and which is unlikely to cause substantial dam-
age or substantial distress to the data subject or any other
person.

The necessity test

Many of the conditions for processing set out in Schedule
2 and Schedule 3 specify that processing must be neces-
sary for the purpose stated. In order to satisfy one of the
conditions other than processing with consent, data con-
trollers must be able to show that it would not be possi-
ble to achieve their purposes with a reasonable degree of
ease without the processing of personal data. Where data
controllers are able to achieve, with a reasonable degree
of ease, a purpose using data from which the personal
identifiers have been removed, this is the course of ac-
tion that they must pursue. This may require the use of
Privacy Enhancing Technologies (PETs) – Box below. What
constitutesa ‘reasonabledegreeofease’ is tobedetermined
by taking into consideration issues including the technol-
ogy available, and the form in which the personal data are
held.

The Commissioner takes the view that when consider-
ing the issue of necessity, data controllers must consider
objectively whether:
� Such purposes can be achieved only by the processing of

personal data; and
� The processing is proportionate to the aim pursued.
This aspect of the First Principle is reinforced by the Third
Data Protection Principle, which states that:

“Personal data shall be adequate, relevant and not excessive
in relation to the purpose or purposes for which they are
processed”.

The disclosure of personal data where this is not actually
necessary would be likely to contravene this Principle.

The requirement to collect personal data fairly

The Data Protection Principles are listed in Part 1 of
Schedule 1 of the Act. Part 2 of Schedule 1 contains further
statutory interpretation of the Act. Paragraph 2 of Part 2 sets
out the obligation on data controllers to provide certain in-
formation to data subjects when collecting their personal
data:
� The identity of the data controller;
� The identity of any representative nominated by the data

controller for the purposes of the Act;
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Box 2

Privacy Enhancing Technologies (PETs)

In a general sense, the term “PET” is used to refer to an IT
design philosophy which seeks to deploy new
technology in ways which enhance rather than
undermine privacy. From this standpoint, the use of
techniques such as encryption, password control and
other measures designed to ensure that data are guarded
with appropriate security can all be regarded as privacy
enhancing technologies. Privacy, however, is not limited
to security and confidentiality. A Privacy Enhancing
approach to database design might allow the holding of
patient preferences (e.g. consent to be contacted in
connection with medical research), might prompt a
clinician to check the personal details of a patient who
has not visited a surgery for some years, and might force
the periodic review of older records.

More specifically PETs have become associated with
systems designed to protect the identity of patients by
substituting true identifiers such as name, address or
National Health Number with pseudonyms. The starting
point is the implied requirement of Schedule 2 and 3 of
the Act that, in the absence of consent, personal data
should only be processed where it is necessary to do so. If
it is never necessary to know the identity of the
individuals to whom personal data relates, then the data
should be anonymised by removing all personal
identifiers. Anonymisation is a permanent process and
once anonymised, it will never be possible to link the
data to particular individuals.

However, permanent anonymisation may not always be

acceptable. For instance a researcher may have no need
to know the identity of the patients suffering from a
particular condition. He or she may, however, need to
know that the patient who was diagnosed with the
condition on a particular date is the same patient who
was diagnosed with a different condition on another
date. Pseudonymisation, sometimes described as
“reversible anonymisation” provides a solution. In effect
a computer system is used to substitute true patient
identifiers with pseudonyms. The true identities are not,
however, discarded but retained in a secure part of the
computer system allowing the original data to be
reconstituted as and when this is required. Typically
those making day-to-day uses of pseudonymised data
would not have the “keys” allowing the data to be
reconstituted.

Potentially there are many different applications for such
PETs. For instance they might allow researchers to make
more extensive use of medical records without
increasing the risk of the misuse or accidental disclosure
of patient details. They might prevent support staff from
gaining access to information about the medical
condition of patients while allowing access to the
information necessary to perform administrative
tasks.

The Commissioner expects that consideration will be
given to the deployment of PETs in all significant new IT
developments within the Health Service. She would also
expect that data controllers within the Health Service
make use of any privacy enhancing features of the
software and hardware which they use.

� The purpose or purposes for which the data are to be
processed; and

� Anyfurther informationwhichisnecessary,havingregard

to the specific circumstances in which the data are or are
to be processed, to enable the processing in respect of the
data subject to be fair.

These details are often referred to as “fair processing in-
formation”, “the fair processing code”, or the “fair collection
code”. In this Guidance we refer to these details as “fair pro-
cessing information”.

The question of the nominated representative of the data
controller is highly unlikely to arise in the context of health
records, and is not therefore considered here. The other

three requirements are considered separately, before dis-
cussing the timing and the level of detail to be provided.

Identity of the data controller

Care should be taken to ensure that the data subject knows
the identity of the data controller(s) that will process his or
herdata. Informationastotheidentityof thedatacontroller
should be reasonably specific (e.g. a GPs practice, a NHS
Trust etc). “The NHS” or “The Health Service” are not legal
entities and therefore cannot be data controllers. Within a
GPpracticetheassumptionofdatasubjects isprobablythat
the practice as a whole is the data controller and that other
members of the practice may have access to their records.
If there is any doubt, e.g. if a number of GP practices share
the same premises, it is the duty of the GP practice to ensure
that the patient knows the true position.

Data controllers must also be aware that with increased
multi-agency working and initiatives (e.g. between a Trust



396 Manual for Research Ethics Committees

and a social services department), it may not be immedi-
ately clear to data subjects as to who the data controller
actually is. Indeed, there may be more than one data con-
troller, in which case the identity of all data controllers
should be communicated to data subjects.

Purpose or purposes of processing

When explaining the purpose or purposes for which infor-
mationis tobeprocessed,datacontrollersmuststrikeabal-
ance between providing an unnecessary amount of detail
and providing information in too general terms. An expla-
nation to the effect that personal data are to be processed
for ‘health care purposes’ would be too general. On the
other hand, an explanation that explained all the admin-
istrative systems in which patient data might be recorded,
the use of data for diagnosis, for treatment etc would be ex-
cessive. (An explanation which is not sufficiently detailed is
unlikely, in any event, to be sufficient to obtain the consent
of the data subject to the processing of data should this be
required. The question of consent is considered in more
detail in Chapter 4).

Other information necessary to make
the processing fair

The Act provides no guidance as to what further informa-
tion should be provided to data subjects in order to make
the processing of their data fair. Clearly this will vary from
case to case and from patient to patient depending upon
levels of understanding of how the NHS operates, com-
mand of English and the sensitivity of the data in question.
However, among the information that it may be necessary
to provide is the following:
� Information as to what data are to be or have been

recorded, where this is in doubt. Patients are likely to ex-
pect that basic information will be recorded as to diagno-
sisandtreatment.Theymay,however,besurprisedtofind
that other information has been recorded whether this is
an opinion of a doctor or the circumstances surrounding
an injury. Unless patients have a reasonably clear idea of
what is recorded about them, any consent to other uses
or disclosures of their data may not be valid.

� Information as to specific disclosures. Given the sensitiv-
ity of medical data, data subjects should be informed of
any non-routine disclosures of their data.

� Information as to whether any secondary uses or disclo-
sures of data are optional. Where patients have a choice
as to whether to provide information, to allow its dis-
closure to third parties or to object to certain uses or

disclosures, thentherequirementof fairnesssuggeststhat
these choices should be brought to their attention.

How much fair processing information
should be provided?

Concern has been expressed that the fair processing rules
may require the provision of very large amounts of infor-
mation in which patients have no real interest. In the Com-
missioner’s view this concern is misplaced. In effect the fair
processing information provided should achieve two basic
purposes:
� It should provide sufficient information to allow the pa-

tients to exercise their rights in relation to their data.
Hence patients should be told who will process their data,
including any disclosures of personal data (which will al-
low them to make subject access requests), whether it
must be supplied (which will allow them to opt-out if they
wish), and what information is contained in their record
(which will allow them to give meaningful consent to its
processing.)

� It should provide sufficient information to allow the indi-
vidual to assess the risks to him or her in providing their
data, in consenting to their wider use, in choosing not to
object to their processing etc. This should have at least
two consequences for data controllers. It should become
clear that fair processing notices do not need to contain
a large amount of detail about routine, administrative
uses of data. It should also become clear that researchers
engaged in open-ended studies are not prevented by
the Act from soliciting patient data on the grounds that
their fair processing notices cannot be sufficiently de-
tailed. Fair processing notices in this case should sim-
ply need to make clear that the research in question is
indeed open-ended, leaving the individual to assess the
risk.

It may also be helpful to bear in mind that the fair process-
ing rules do not mean that patients must be provided with
information that they are known to already possess.

When should fair processing information be provided?

It is likely that there will be a number of standard purposes
for which the personal data of all patients entering a hospi-
tal or registering with a GP will be processed, information
about which can be provided to patients at the outset of the
episode of care. In particular, patients may need to be told
about typical flows of data between different NHS bodies.
This information is relatively timeless and it is appropriate
that patients are given it at an early opportunity. It would
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certainly be good practice to remind patients of this in-
formation from time to time, for instance by ensuring that
leaflets containing the relevant information are available to
patients.

Some patients may subsequently have their personal
data processed for a number of additional purposes e.g.
information about a cancer diagnosis may be passed to
a cancer registry, or information may be passed to social
services. Those patients who will have their personal data
processed for theseadditionalpurposeswillneedtobepro-
vided with this further information, in order to satisfy the
fair processing requirements. This type of information is
specifictoparticularpatientsatparticular timesandshould
be given in context, at a time when individuals are able to
make sense of it.

How should the fair processing information be given?

The provision of ‘fair processing information’ by means of
a poster in the surgery or waiting room or by a notice in
the local paper etc is unlikely to be sufficient to meet the
requirements of the Act since not all patients will see or be
able to understand such information. Such methods may,
however, be used to supplement other forms of communi-
cation. Methods by which the fair processing information
may be provided include a standard information leaflet, in-
formation provided face to face in the course of a consulta-
tion, informationincludedwithanappointment letter from
a hospital or clinic, or a letter sent to a patient’s home. The
effort involved in providing this information may be min-
imised by integrating the process with existing procedures.
Many GP practices, for instance, already provide leaflets
to patients about how the practice operates. Such leaflets
could easily incorporate the fair processing information.
Doctors may be able to easily provide specific information
to patients in the course of consultations. Only where such
an opportunity does not present itself will it be necessary
to contact patients separately, for instance, if they are to be
invited to participate in a programme of research involv-
ing the disclosure of their medical records to a researcher
who may wish to interview patients with particular medical
conditions.

Obtaining data from a person other than
the data subject

In many cases medical information will be obtained di-
rectly from the patient either because it has been sup-
plied by the patient (e.g. a description of symptoms) or has
been obtained by a medical examination conducted by the

person creating the record (e.g. an observation of symp-
toms). In a significant proportion of cases, however, data
will be obtained by other means, whether from a third party
or generated by the person creating the record (e.g. a med-
ical opinion based on symptoms presented).

The Act recognises that the provision of fair processing
information when data are obtained other than from the
data subject presents some difficulties. The following ex-
ceptions from the provision of the fair processing informa-
tion may only be relied upon by data controllers where they
have obtained personal data from someone other than the
data subject. It should be stressed that the ability to rely on
an exemption does not absolve the data controller from the
overriding duty to process personal data fairly.
The exceptions are:
� Where providing the fair processing information would

involve a disproportionate effort; or
� Where it is necessary for the data controller to record the

information to be contained in the data, or to disclose the
data, tocomplywithany legalobligationtowhichthedata
controller is subject, other than an obligation imposed by
contract.

The term ‘disproportionate effort’ is not defined by the Act.
In assessing what does or does not amount to dispropor-
tionate effort, the starting point must be that data con-
trollers are not generally exempt from providing the fair
processing information because they have not obtained
data directly from the data subject. What does or does not
amount to disproportionate effort is a question of fact to
be determined in each and every case.

In deciding this, the Commissioner will take into account
a number of factors, including the nature of the data, the
length of time and the cost involved to the data controller
in providing the information. The fact that the data con-
troller has had to expend a substantial amount of effort
and/or cost in providing the information does not nec-
essarily mean that the Commissioner will reach the de-
cision that the data controller can legitimately rely upon
the disproportionate effort exception. In certain circum-
stances, the Commissioner would consider that such an
effort could reasonably be expected. The above factors will
always be balanced against the effect on the data sub-
ject and in this respect a relevant consideration would be
the extent to which the data subject already knows about
the processing of his or her personal data by the data
controller.

Data controllers should note that the Data Protection
(Conditions Under Paragraph 3 of Part II of Schedule 1)
Order 2000 provides that any data controller claiming the
benefit of the disapplication of the requirement to provide
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fair processing information must still provide this infor-
mation to any individual who requests it. In addition a data
controller who does not provide fair processing informa-
tion because to do so would involve disproportionate effort
mustkeeparecordof thereasonswhyhebelieves thedisap-
plication of the fair processing requirements is necessary.

In practice, the Commissioner thinks that it is increas-
ingly unlikely that NHS data controllers will be able to
rely successfully upon these provisions. While there will
be many cases in which, say, a consultant, receives per-
sonal data from a person other than the data subject, for
instance his or her GP, the GP will have obtained the data di-
rectly from the patient and will have therefore provided the
necessary fair processing information. There is no need, in
other words, for the consultant to rely upon the exception
since the patient will already be in possession of the fair
processing information.

One area, however, where the exception is likely to be of
assistance is thatof recordscreatedbefore theenactmentof
data protection legislation. The Commissioner would gen-
erallyaccept that itwould involvedisproportionateeffort to
write to all existing patients to provide the fair processing
information. However, that information should be avail-
able to patients when they attend surgeries and clinics and
would have to be given in the event of any non-routine uses
or disclosures of personal data.

The exception may also be relevant for those carrying
out records based research where records were created in
the past without the intention of using them for research
purposes. (This issue is considered in greater detail in
the following chapter under the heading “The Research
Exemption”.)

Cases where the requirement to provide fair
processing information does not apply

There are a number of circumstances in which the require-
ment to provide the fair processing information does not
apply.
� Section 29 of the Act permits uses or disclosures of per-

sonal data for the purpose of the prevention of detection
of crime or the prosecution or apprehension of offenders,
even though the data subject was not informed of those
uses or disclosures, if to inform the data subject might
prejudice that purpose. This may be of relevance in
the context of combating fraud and corruption, e.g. in
circumstances where it may be alleged that a GP has
sought payment from a Health Authority for treatment
which was not given, or where it is alleged that a patient
has claimed free treatment to which he or she is not
entitled. The exemption may also justify the disclosure

of medical information to the police investigating an
alleged assault on a member of staff.

� Section 31(2)(a)(iii) of the Act may allow for the disclosure
of personal data without a prior explanation having been
given to the data subject if the disclosure is necessary for
protecting members of the public against “dishonesty,
malpractice or other seriously improper conduct by, or
the unfitness or incompetence of, persons authorised to
carry on any profession or activity”. This would appear to
allow disclosures, in certain cases, of patient data to bod-
ies responsible for maintaining professional standards.

� Section 31(4)(iii) allows the disclosure of personal data
to the Health Service Commissioners (the Ombudsman)
if not to do so would prejudice the discharge of the
functions of those bodies.

� Section 35 allows the disclosure of information without
breach of, among other things, the First, Second and
Third Principles where the disclosure is a requirement
of law or for the purpose of establishing, exercising or
defending legal rights.

Although the exemptions may be relevant in some cases,
they are unlikely to be the basis for the routine or whole-
sale processing of data without the provision of the infor-
mation specified in the fair processing information to the
data subject. In many cases, even though an exemption is
apparently available, it would be wrong to rely upon it since
it would be unnecessary to do so.

An example would be a disclosure of personal data for
medical research purposes made in accordance with an
order under s.60 of the Health and Social Care Act 2001
(applicable only in England and Wales). An order might
specify, for instance, that all clinicians making a diagnosis
of cancer must make a report to a cancer registry. While
superficially s.35 suggests that fair processing information
need not be given to the patient since the disclosure is
a requirement of the law, in fact it would not be proper
to rely upon the exemption since to provide the fair pro-
cessing information would not be inconsistent with the
disclosure.

By contrast, a hospital might decide to disclose to the
police relevant parts of the medical record of a patient who
had assaulted a member of staff even though no fair pro-
cessing informationhadbeengiven, since in thatcase there
would be prejudice to the s.29 purpose of the disclosure if
the normal rules were followed.

The requirement to process personal data lawfully

In addition to the requirement to satisfy a condition in
Schedule 2 and Schedule 3 of the Act, there is a general re-
quirement that personal data are processed lawfully. While
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the Act does not provide any guidance on the meaning
of the terms “lawful” or “unlawful”, the natural meaning
of unlawful has been broadly described by the Courts as
“something which is contrary to some law or enactment or
is done without lawful justification or excuse”. In effect, the
Principle means that a data controller must comply with all
relevant rules of law whether derived from statute or com-
mon law, relating to the purpose and ways in which the data
controller processes personal data. The following may be
relevant when deciding whether personal data have been
processed lawfully:
� Statutory prohibitions on use or disclosure: If the general

law prevents a particular disclosure of personal data then
there would also be a contravention of the lawful pro-
cessing requirement of the Data Protection Act 1998 if a
disclosure were made.

� The ultra vires rule and the rule relating to the excess of
delegated powers, under which the data controller may
only act within the limits of its legal powers: Public au-
thorities such as the Department of Health or a NHS
Trust might exceed their powers if, for instance, they were
to make commercial use of patient data, e.g. by selling
names and addresses to the manufacturers of medical
equipment.

� Contractual restrictionsonprocessing: thismaybeofpar-
ticular relevance in the private health sector where the
provision of treatment is on the basis of a contract bet-
ween the patient and the clinician, clinic, hospital etc.

� Confidentiality arising from the relationship of the data
controller with the data subject: this issue is considered
separately in Chapter 4.

� Article 8 of the European Convention on Human Rights
(the right to respect for private and family life, home
and correspondence): the Human Rights Act 2000 un-
derpins the Data Protection Act and other legislation.
Public authorities are required to construe the legisla-
tion under which they operate in accordance with the
European Convention on Human Rights and to ensure
that their actions and those of their staff are consistent
with it.

This list is by no means exhaustive. The various different
considerations inevitablyoverlap.Thekey issue for thepro-
cessing of health data is likely to be the common law duty of
confidence. This is addressed in greater detail in Chapter 4.
In brief, even though the Act does not explicitly require
the consent of patients in order to process medical data,
in many cases there is an implied requirement to obtain
patient consent for the processing of data since to pro-
cess without consent would involve a breach of a duty of
confidence which, in turn, would involve a breach of the
requirement in the Act to process personal data lawfully.

Chapter 3: The Second Data Protection Principle

The Second Data Protection Principle states:

“Personal data shall be obtained only for one or more speci-
fied and lawful purposes, and shall not be further processed
in any manner incompatible with those purposes.”

There are two means by which a data controller may specify
the purpose or purposes for which the personal data are
obtained:
� In a notice given by the data controller to the data subject

in accordance with the fair processing requirements; or
� By notifying the purposes on a data controller’s Data

Protection Register entry, through the Notification
procedures. (It should be noted that Notification to the
Commissioner alone will not satisfy the fairness require-
ments of the First Principle).

These are cumulative and, except in cases where it is pro-
posed to process personal data for purposes that were not
envisaged at the time of collection, the information pro-
vided to the data subject will reflect the purposes noti-
fied to the Commissioner. The effect of the Principle is
to reinforce the First Principle and also to limit the range
of cases where data may be processed for purposes of
which the data subject was not informed to ones which
are compatible with those for which data were originally
obtained.

The research exemption

The Act does envisage some exceptions to the Second Prin-
ciple, notably where personal data are processed for the
purposes of research (including statistical or historical pur-
poses). These exceptions are set out in Section 33 of the
Act, which is commonly known as ‘the research exemption’.
These exceptions can be applied where the processing (or
furtherprocessing) isonly forresearchpurposes,andwhere
the following conditions are met:
� The data are not processed to support measures or deci-

sions relating to particular individuals; and
� The data are not processed in such a way that substantial

damage or substantial distress is, or is likely to be, caused
to any data subject.

Where the exemption applies:
� The further processing of personal data will not be con-

sidered incompatible with the purposes for which they
were obtained. (It is important to note that the exemption
does not excuse the data controller from complying with
the part of the Second Principle that states that personal
data shall be obtained only for one or more specified and
lawful purposes);
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� Personal data may be kept indefinitely (despite the Fifth
Data Protection Principle which states that personal data
should not be kept for longer than is necessary);

� Subject access does not have to be given provided that
the results of the research or any resulting statistics are
not made available in a form that identifies the data
subject.

It is important to note that even where the exemption ap-
plies, the data controller is still required to comply with the
rest of the Act, including the First and Second Principles.
The data controller should ensure that at the time the data
are collected, the data subject is made fully aware of what
the data controller intends to do with the data. If the data
controller subsequently decides to process the data in or-
der to carry out further research of a kind that would not
have been envisaged by the data subject at the time the
data were collected, the data controller will need to comply
with the fair processing requirements of the Act in respect
of this processing.

The exemption cannot be used to justify the retention of
records for longer than would normally be the case simply
becausetherecordsmightbeusedforresearchinthefuture.
Theexemptionmayonlybeused, inotherwords, if research
is actually being carried out or there is a firm intention to
use the records for that purpose.

The research exemption, combined with the special fair
processing rules in relation to data obtained from someone
other than the data subject, has implications for records
based research. Two general cases may be distinguished.
In the first case, it is proposed to conduct records based
research by making use of current records or ones yet
to be created. Patients should be informed, as part of
the standard fair processing information, that their data
may be used for research purposes designed to better
understand and treat their conditions. The research ex-
emption (insofar as compatibility with the Second Prin-
ciple is concerned) is not relevant since these records will
have been compiled both for the purpose of treatment and
research.

In the second case, research is proposed using existing
records of patients who are no longer being treated for
their condition. Such records may be quite old. Those pa-
tients who may be contacted without involving dispropor-
tionate effort should be given fair processing information.
Those patients who cannot be contacted without dispro-
portionate effort need not be given the fair processing in-
formation although the researcher should record this fact.
The research exemption permits the use of these data for
research, providing that the conditions described above
apply.

Chapter 4: Confidentiality

Chapter 2 considered, among other matters, the general
requirement to process personal data lawfully. While there
arepotentiallya largenumberofconsiderationswhichdata
controllers processing health data must take, in practice,
the key issue in this context is likely to be the duty of con-
fidence.

The duty of confidence is a common law concept rather
than a statutory requirement. As such it derives from cases
that have been considered by the Courts. Inevitably there
are areas which have not been litigated, where it is impossi-
ble to state with any certainty whether a duty of confidence
existsand, therefore, that theconsentofpatients is required
for theprocessingof theirdata.Evenwhere there iscase law,
it may be difficult to extrapolate general principles from the
particular circumstances of the case. There is no certainty
that a decision made many years ago by a court would be
reflected in a decision made in the context of a modern
NHS. In this chapter, we first provide a general introduc-
tion to the concept of confidentiality, its exceptions and
the requirement to obtain the consent of patients for the
processing of medical data. Then we attempt to describe
the approach taken by the Commissioner in the area of
health.

Confidentiality and exceptions to the duty
of confidence

Personal data that are subject to a duty of confidence have
a number of characteristics:
� The information is not in the public domain or readily

available from another source;
� The information is of a certain degree of sensitivity, (more

than “mere tittle tattle”) such as medical data;
� The information has been provided with the expectation

that it will only be used or disclosed for particular pur-
poses. This expectation may arise because a specific un-
dertaking has been given, because the confider places
specific restrictions on the use of data which are agreed
by the recipient, or because the relationship between the
recipient and the data subject generally gives rise to an
expectation of confidentiality, for instance as arises be-
tween a customer and a bank or a patient and a doctor.

The Courts have generally recognised three exceptions to
the duty of confidence:
� Where there is a legal compulsion;
� Where there is an overriding duty to the public;
� Where the individual towhomthe informationrelateshas

consented.
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Certain disclosures of medical data have long been re-
quirements of the law. Certain diseases are notifiable. More
recently s.60 of the Health and Social Care Act 2001 creates
a power for the Secretary of State to make orders (subject
to various safeguards, and only applicable in England and
Wales) requiring the disclosure of patient data that would
otherwise be prevented by a duty of confidence. Courts
may order the disclosure of patient data in particular
cases.

Disclosures required by law are relatively easy to identify.
Disclosures that may be justified as being in the public in-
terest, by contrast, necessarily involve the exercise of judg-
ment, balancing the rights of patients against the public
good. For instance, a hospital may consider the disclosure
of medical information to the police would be justified in
the event of an assault on a member of staff but unjustified
in the context of a minor theft. Because such decisions in-
volve the exercise of judgment it is important that they are
taken at an appropriate level and that sound procedures
are developed for taking those decisions.

Consent
Most uses or disclosures of medical data will be justified by
having obtained the consent of patients. There is no single
definition of consent.

The EU Directive, for instance, defines consent as:
“. . . any freely given specific and informed indication of his
wishes by which the data subject signifies his agreement to
personal data relating to him being processed.” On one read-
ing this definition suggests that the giving of consent may
not legitimately be made a condition of receiving a service
such as health care since to impose conditions might mean
that consent had not been “freely given”. Were a data con-
troller to seek to rely upon consent as a condition of pro-
cessing medical data (rather than one of the other possible
conditions suggested in Chapter 2) such a strict reading of
the definition in the Directive might invalidate the consent
that had apparently been obtained.

Inconsidering thecommonlawdutyofconfidence,how-
ever, the courts have not generally found that consent is
rendered invalid by having conditions attached, providing
that those conditions are not unduly onerous. In consider-
ing the common law duty of confidence, it is this approach
to consent that the Commissioner will follow, taking three
key considerations.

Firstly, consent must be informed. The data subject must
know, in other words, what are the proposed uses or dis-
closures of personal data. In effect a patient will be able
to give informed consent if he or she has been supplied
with the fair processing information discussed earlier. It

follows from this that a patient cannot be deemed to have
consented to something of which he or she is ignorant.

Secondly, the person giving consent must have some de-
gree of choice. “Consent” given under duress or coercion
is not consent at all. By contrast consent which is entirely
optional and may be withheld without any consequences is
clearly valid. Between these two extremes is consent which
is more or less conditional upon agreement to some other
term or condition. It would not necessarily be unfair that a
patient should be asked to consent to the disclosure of data
by, for example, a GP to a Health Authority for administra-
tive purposes as a condition of receiving treatment from
that GP. By contrast it could be argued that a requirement
to consent to the disclosure of data to a medical student as
a condition of receipt of treatment in a NHS hospital was
unfair.

Thirdly, there must be some indication that the data sub-
ject has given his or her consent. This may be express (i.e.
explicit) or implied. Express consent is given by a patient
agreeing actively, usually orally or in writing, to a particular
use or disclosure of information. Implied consent is given
when an individual takes some other action in the knowl-
edge that in doing so he or she has incidentally agreed to a
particular use or disclosure of information. For instance a
patient who visits a GP for treatment may be taken to im-
ply consent to the GP consulting his or her medical records
to assist diagnosis. The Courts have not generally speci-
fied whether consent should be express or implied. It is
clear, however, that for consent of any sort to be given, there
must be some active communication between the parties.
Itwouldnotbesufficient, for instance, towrite topatients to
advise them of a new use of their data and to assume that all
who had not objected had consented to that new use. It is a
mistake to assume that implied consent is a less valid form
of consent than express. Both must be equally informed
and both reflect the wishes of the patient. The advantage of
express consent is that it is less likely to be ambiguous and
may thus be preferred when the risk of misunderstanding
is greater.

The Commissioner’s approach to medical
confidentiality

The Commissioner is not a general source of advice upon
confidentiality. However, from time to time, for instance
when asked to carry out an assessment of whether the pro-
cessing of personal data seems likely to meet the require-
ments of the Act, she must necessarily take a view as to
whether firstly, in her opinion, a duty of confidence has
arisenandsecondly,whethertherehasbeenabreachofthat
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duty. Each case must be considered upon its merits. This
section of the Guidance describes the general approach.

The Commissioner’s general assumption is that the pro-
cessing of health data (that is data relating to the physical
or mental health of data subjects) by a health professional
(see Appendix 2) is subject to a duty of confidence even
though explicit consent for processing is not a requirement
ofSchedule3of theAct.Thisassumptionisbaseduponcase
law, upon statements made by Ministers at the Depart-
ment of Health, and upon the advice given by regulatory
and representative bodies in the area. The Commissioner
distinguishes between a number of broad categories.

As was noted earlier, in some cases, even though data
may be subject to a duty of confidence, there may be a jus-
tification for disclosure or for secondary use. For instance,
thedisclosureof informationrelating toanotifiabledisease
or a disclosure on the basis of an Order made under s.60
of the Health and Social Care Act cannot be legitimately
accused of involving breaches of confidence.

Some other uses and disclosures of data, for instance,
routine record keeping, consultation of records etc, in the
course of the provision of care and treatment or clinical
audit are effectively conditions of receiving treatment. Pro-
viding that these uses and disclosures are, as a matter of
fact, necessary in order to provide treatment in today’s
National Health Service, the Commissioner thinks that it is
unlikely that a court would find that consent was invalid by
virtue of being made a condition of treatment. Such uses
and disclosures may be described as “mandatory” in the
sense that acceptance of treatment by the patient will im-
ply consent to these uses or disclosures. (Although it may
be generally acceptable to make the giving of consent a
condition of treatment, as is discussed in the next chap-
ter, in individual cases where a particular use or disclosure
of personal data might cause unwarranted damage or dis-
tress, there is a right to object. For instance consent for
administrative staff to access medical data for legitimate
administrative purposes might generally be a condition of
treatment. However, in a particular case, a patient might
object if the member of the administrative team was per-
sonally known to him or her.)

In most cases where consent is required in order to sat-
isfy thecommonlawdutyofconfidence, theCommissioner
accepts that implied consent is valid. She does not accept
that implied consent is a lesser form of consent. Providing
that the fair collection information described in Chapter 2
has been provided at an appropriate time, including infor-
mation as to whether data must be supplied or whether it
is optional to do so, and the data subject accepts treatment
and does not object to any uses or disclosures of data, then
theCommissionerwill consider thatvalidconsenthasbeen

given. There is an overlap, in other words, between the
fair processing requirements of the Act and the consent
requirements of the common law.

The Commissioner does, however, think that there are
some occasions when express or explicit consent is re-
quired. These arise particularly where data have been col-
lected previously without the relevant fair processing infor-
mation having been provided. This might occur because
data were collected before the Act came into force or be-
cause the purposes for which it is proposed that data are
processed has changed since collection.

In deciding when express rather than implied consent
should be obtained and when it is legitimate to make pro-
vision of treatment conditional upon agreement to certain
uses or disclosures of personal data, the Commissioner will
be influenced not only by any relevant case law but also by
any Codes of Practice, advice or guidance issued by the De-
partment of Health, NHS Executive, or any of the relevant
representative or regulatory bodies. In individual cases she
will also take into account any decision or advice given by
Caldicott Guardians, or the Health Service Ombudsman.

Chapter 5: The right to object to processing

The Act does not create an overarching requirement that
personal data, even sensitive personal data, may only be
processed with the consent of data subjects. As was dis-
cussed in Chapter 4, however, in many cases it will only be
permissible to process health data with the consent of pa-
tientsnotbecause this isanexplicit requirementof theData
Protection Act but because it is a required by the common
law duty of confidence and the Act requires that personal
data are processed lawfully.

Although data controllers may not be under a duty to ob-
tain patient consent, there are certainly cases where they
should give patients the opportunity to object to the pro-
cessing of their data. There are also cases where data sub-
jects may legitimately object to the processing of their per-
sonal data. These issues are considered in this Chapter.

When should an opt-out be given?

The point was made in Chapter 2 that among the other
information that should be provided to data subjects in
order to make the processing of personal data fair may be
information as to whether the proposed uses or disclosures
of data are mandatory or optional. The failure to provide
this information would be likely to result in personal data
being unfairly collected.

In deciding whether to offer an opt-out, data controllers
should attempt to distinguish between those uses and
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disclosures of data which are essential in order to treat pa-
tients within the health service and those which are not.
By the term “essential” is meant those uses and disclosures
without which treatment could not be given and those uses
or disclosures which the law makes mandatory. Examples
of essential uses and disclosures include:
� Routine record keeping, consultation of records etc, in

the course of the provision of care and treatment;
� Processingofrecords intheeventofamedicalemergency;
� Clinical audit e.g. the monitoring of a patient care path-

way against existing standards and benchmarks;
� Processing for administrative purposes, e.g. disclosure by

a GP made in order to receive payment for treatment pro-
vided;

� Administrative audit, which may include studies de-
signed to improve the efficiency of the NHS as an organi-
sation, e.g. to support decisions about the allocation of
resources;

� Statutory disclosures to disease registries or statutory dis-
closures for epidemiological research.

In effect these are necessary elements of the medical pur-
pose for which it is proposed that patients’ data are pro-
cessed. Since it is unlikely to make good administrative
sense to offer patients the opportunity to object to the pro-
cessing of their data for any of the individual elements sug-
gested, it would not make sense to provide an opt-out.
Examples of uses and disclosures that may not be essential
include:
� Disclosures to social workers/social services depart-

ments;
� Teaching;
� Disclosures to hospital chaplains;
� Clinical trials;
� Disclosures to the media.
In effect these non-essential uses are either for secondary
medical purposes, in particular teaching or research, or for
non-medical purposes. (Please note: the lists are intended
neither to be exhaustive nor to be authoritative. What may
beanessentialuseordisclosure foronedatacontrollermay
not be essential for another.)

Opt-outs as means of gaining consent

In many cases the requirement of the Data Protection Act
to provide fair processing information overlaps with the
requirement flowing from the common law duty of confi-
dence to obtain consent for the use and disclosure of data.

For instance, patients register for the first time with, say,
a cancer clinic. They are provided with standard fair pro-
cessing information about uses and disclosures of personal
data and are also advised that their records will be made

available to researchers who may wish to contact them in
the future. Any patients who do not object may be deemed
to have consented to the disclosure and to being contacted
by the researchers.

It is important to distinguish this case, where patients
are registering for the first time and thus have not yet pro-
vided the clinic with any personal data, from that where
the clinic would like to pass the records of former patients
to a researcher. On the assumption that patient consent is
required (i.e. there is no relevant order under s.60 of the
Health and Social Care Act), and that the research exemp-
tion is not relevant (since in this case contact by the re-
searcher might cause substantial distress) it would not be
sufficient simply to write to former patients giving the op-
portunity to object. In that case it would be incorrect to
infer either consent or an objection from a failure of a pa-
tient to respond. The patients would not, in other words,
have been given the opportunity to signify consent to the
processing of their data.

Where consent to the use or disclosure of personal data
is sought after those data were collected, it will normally
be necessary to obtain the express or explicit consent of
patients.

The right to object to processing

An opt-out should be provided wherever patients have a
real choice as to how their data are to be processed or
wherever this is an appropriate means of gaining consent.
In addition, data subjects also have rights to object to the
processingoftheirdatawhetherornottheyhavebeengiven
an opt-out.

Section 10 of the Act sets out the general right to object:

“. . . an individual is entitled at any time by notice in writ-
ing to a data controller to require the data controller at the
end of such period as is reasonable in the circumstance to
cease, or not to begin, processing or processing for a speci-
fied purpose or in a specified manner, any personal data of
whichheis thedatasubject,onthegroundsthat, for specified
reasons –

(a) the processing of those data or their processing for that
purpose or in that manner is causing or is likely to cause
substantial damage or substantial distress to him or an-
other, and

(b) that damage or distress is or would be unwarranted

Among the important points to note are that objections
to processing under this section of the Act must be put in
writing, and secondly that the grounds for objection are
limited to cases where there is or is likely to be substantial
and unwarranted damage or distress to the data subject or



Appendix 1
Examples of uses and disclosures

a) Care and treatment

Schedule 2 Schedule 3 Fair Processing

Use or Disclosure Condition Condition Information Lawfulness PETs 2DPP

Routine record-keeping; Condition 5 Condition 8 Ensure patient is aware Consent likely to be required Data must be secure, Not applicable.

consultation of records or 6 of identity of data to meet Common Law but there is no general

etc controller. Generally obligations but need not be need to use a PET.

assumed patient is ‘explicit’ in terms of DPA.

aware of these uses

and disclosure.

Processing of records in Condition 5 Condition 3. Wrong General information Consent likely to be required Data must be secure, Disclosure is

the event of a medical or 6 to rely on this should be provided, to meet Common Law but there is no general compatible.

emergency condition if patient even though it could obligations but need not be need to use a PET.

has previously be assumed that ‘explicit’ in terms of DPA. If

objected to this patients would expect patient was unable to consent,

type of use. their data to be then the public interest may

available in an meet the Common Law

emergency. requirements. Common Law

would be breached if it was

known that the patient

objected to the disclosure.

Disclosures made by one Condition 5 Condition 8. Only Any disclosures Consent likely to be required Data must be secure, Disclosure is

health professional or 6 relevant information should be explained. to meet Common Law but there is no general compatible.

or organisation to should be disclosed. obligations but need not be need to use a PET.

another ‘explicit’ in terms of DPA.

Clinical audit Condition 5 Condition 8. Only Any disclosures Consent likely to be required Strong argument for Satisfied by a notice

or 6 relevant information should be explained. to meet Common Law the use of PETs to given to patients.

should be disclosed. obligations but need not be protect the identity Where this was not

‘explicit’ in terms of DPA. of patients. possible, it may be

possible to rely on

S33.



b) Administration

Processing for Condition 5 Condition 8. Purposes should be Consent likely to be required Only disclose patient ID if Disclosure is

administrative purposes or 6 Only relevant explained in general to meet Common Law it is intended to contact compatible.

information should terms. obligations but need not be the patient. Use of

be disclosed. ‘explicit’ in terms of DPA. PETs is encouraged.

Administrative audit Condition 5 Condition 8. Uses and disclosures Consent likely to be required Strong argument for the Satisfied by a notice

or 6 Only relevant should be explained. to meet Common Law use of PETs to protect given to patients. If

information should obligations but need not the identity of patients. not given, it may be

be disclosed. be ‘explicit’ in terms of DPA. possible to rely on

S33.

c) Research and teaching

Statutory disclosures to Condition 5 Condition 8. Only Uses and disclosures Common Law obligations Strong argument Satisfied by a notice

disease registries or or 6 relevant information should be explained. met if there is a statutory for the use of PETs given to patients. If

statutory disclosures should be disclosed. requirement to disclose e.g. to protect the not given, it may be

for epidemiological notifiable diseases, or s60 of identity of patients. possible to rely on

research Health & Social Care Act S33.

2001 (England and Wales

only).

Non-statutory Condition 5 Condition 8. Only Uses and disclosures Consent likely be required Strong argument for Satisfied by a notice

disclosures to disease or 6 relevant information should be explained, to meet Common Law the use of PETs to given to patients. If

registries or non- should be disclosed. including that this use obligations, but need not be protect the identity not given, it may be

statutory disclosures of personal data is ‘explicit’ in terms of DPA. of patients. possible to rely on

for epidemiological optional. Patients have the right to S33.

research object.

Clinical trials Condition 1, Condition 1 or 8. Only Uses and disclosures Consent required to meet Strong argument for Satisfied by a notice

5 or 6 relevant information should be explained, Common Law obligations, the use of PETs to given to patients.

should be disclosed. including that this use and is likely to be ‘explicit’ protect the identity S33 is unlikely to be

of personal data is in terms of DPA. of patients. appropriate.

optional.

Teaching Condition 1, Condition 1, or 8. Only Uses and disclosures Consent likely to be Strong argument for Satisfied by a notice

5 or 6 relevant information should be explained, required to meet Common the use of PETs to given to patients.

should be disclosed. including that this use Law obligations, but need protect the identity S33 is unlikely to be

of personal data is not be ‘explicit’ in terms of of patients. appropriate.

optional, and whether it DPA. Patients have the

is hospital or university right to object.

based teaching.



(cont.)

Schedule 2 Schedule 3 Fair Processing

Use or Disclosure Condition Condition Information Lawfulness PETs 2DPP

d) Uses and disclosures for non-health purposes

Disclosures for Crime Condition 5 Condition 1 or 7. Uses and disclosures Consent likely to be Data must be secure, Satisfied by a notice

and Disorder Act or 6 Only relevant should be explained, required to meet Common and anonymised given to patients.

purposes information unless prejudicial to Law obligations (unless data should be used If S29 applies, a

should be S29. another exception to the where possible. notice may not be

disclosed. duty of confidence applies), required.

but need not be ‘explicit’ in

terms of DPA.

Disclosures to the Condition 5 Condition 7 Uses and disclosures Consent not required if Data must be secure, Satisfied by a notice

police or 6 should be explained, disclosure is in the public but there is no given to patients.

unless prejudicial to interest, or if required by law general need to If S29 applies, a

S29. (e.g. court order). use a PET. notice may not be

required.

Disclosures of religious Condition 1. Condition 1. Uses and disclosures Consent required, unless Data must be secure, Satisfied by obtaining

affiliation to Chaplains Condition 4 Condition 3 should be explained. individual unable to give but there is no consent of patient.

may apply in may apply in consent. general need to

very limited very limited use a PET.

circumstances. circumstances.

Disclosures to the Condition 1 Condition 1 Uses and disclosures Consent likely to be Data must be secure, Satisfied by obtaining

media or 6 should be required to meet Common but there is no consent of patient.

explained. Law obligations. general need to

use a PET.
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another person. (There will be many cases where it is good
practice to act upon an objection made by means other
than writing. It would also be good practice to respect an
individual’s wishes even if they could not demonstrate that
the damage or distress caused to them was substantial.)

A data controller in receipt of a written objection to pro-
cessing must, within 21 days, inform the person making
the objection in writing whether it has complied or intends
to comply with the request or must state its grounds for
refusing to do so.

The Act gives no comprehensive guidance as to the valid
grounds for objecting to the processing of health data, al-
thoughitmakesclearthattheinterestsof thedatacontroller
will outweigh those of the person objecting to the process-
ing of data if the processing of data is on the basis of any of
the following four Schedule 2 conditions:
� The data subject has given his consent (this condition will

be relevant where the person objecting to the processing
is a person other than the data subject);

� The processing is necessary for the performance of a con-
tract or for entering into a contract at the request of the
data subject;

� The processing is necessary for compliance with legal
obligations (for instance a disclosure made on a statu-
tory basis);

� Theprocessing isnecessary toprotect thevital interestsof
the data subject (this condition will also only be relevant
where the person objecting to the processing is a person
other than the data subject).

In the absence of any clearer guidance in the Act, data
controllers must judge each objection to processing which
is received on its merits. For instance, two individuals may
object to their GP to the processing of their data for admin-
istrative purposes. In the case of the first, no grounds for
the objection are advanced and the GP may be justified in
continuing to process the patient’s data for administrative
purposes despite the objection (on the assumption that
the patient continues to accept treatment). In the second
case, a patient objects to the use of data for administrative
purposes because a member of the administrative staff in
the practice is known to the patient personally and he or
she does not wish the details of their medical condition to
be disclosed to that person. In this case it is far easier to
see that substantial damage or distress might be caused
to the patient and it is likely that the GP will decide
to make separate administrative arrangements for this
patient.

In addition to the general right to object to processing
which is, as we have seen, a qualified right, there is an ab-
solute right to object to the use of personal data for direct
marketing purposes.

Appendix 1: Practical application

In this section we seek to apply the analysis of the Principles
as discussed in the preceding chapters. Here, the applica-
tion is limited to those examples listed in the Introduction,
but should be sufficiently informative to allow a similar ap-
plication of the Act to other uses and disclosures of health
data.

The tables should not be read in isolation, but in the
context of the discussion found in the preceding chapters.
Please refer to Chapter 1 for a full description of the use and
disclosure headings.

The tables on the preceding pages are broken down into
4 broad areas:
a) Care and treatment;
b) Administration;
c) Research and teaching;
d) Uses and disclosures for non-health purposes.

Appendix 2: Glossary of terms

Data controller: A person who (either jointly or in common
withotherpersons)determines thepurposes forwhich
and the manner in which personal data are, or are to
be, processed.

Data subject: An individual who is the subject of personal
data.

Health professional: Means any of the following:

a) a registered medical practitioner (a “registered medical
practitioner” includes any person who is provisionally
registered under section 15 or 21 of the Medical Act 1983
and is engaged in such employment as is mentioned in
subsection (3) of that section.)

b) a registered dentist as defined by section 53(1) of the
Dentists Act 1984,

c) a registered optician as defined by section 36(1) of the
Opticians Act 1989,

d) a registered pharmaceutical chemist as defined by sec-
tion 24(1) of the Pharmacy Act 1954 or a registered per-
son as defined by Article 2(2) of the Pharmacy (Northern
Ireland) Order 1976,

e) a registered nurse, midwife or health visitor,
f) a registered osteopath as defined by section 41 of the

Osteopaths Act 1993,
g) a registered chiropractor as defined by section 43 of the

Chiropractors Act 1994,
h) anypersonwho is registeredasamemberofaprofession

towhichtheProfessionsSupplementary toMedicineAct
1960 for the time being extends,
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i) a clinical psychologist, child psychotherapist or speech
therapist,

j) amusic therapistemployedbyahealthservicebody,and
k) a scientist employed by such a body as head of

department.

Health record: Any record which consists of information
relating to the physical or mental health or condition
of an individual, and has been made by or on behalf
of a health professional in connection with the care of
that individual.

Personal data: Data which relate to a living individual who
can be identified from those data, or from those data
and other information which is in the possession of, or
is likely to come into the possession of, the data con-
troller and includes any expression of opinion about
the individual and any indication of the intentions of
the data controller or any other person in respect of
the individual.

Processing: In relation to information or data, processing
means obtaining, recording or holding the informa-
tion or data, or carrying out any operation or set of
operations on the information or data.

Appendix 3: Schedule 2 and schedule 3 conditions

Schedule 2:

1 The data subject has given their consent to the
processing.

2 The processing is necessary –
a) for the performance of a contract to which the data

subject is a party, or
b) for the taking of steps at the request of the data subject

with a view to entering into a contract.
3 Theprocessing isnecessary tocomplywithany legalobli-

gation to which the data controller is subject, other than
an obligation imposed by contract.

4 The processing is necessary in order to protect the vital
interests of the data subject.

5 The processing is necessary –
a) for the administration of justice,
b) for the exercise of any functions conferred by or under

any enactment,
c) for the exercise of any functions of the Crown, a

Minister of the Crown or a government department,
or

d) for the exercise of any other functions of a public na-
ture exercised in the public interest.

6 Theprocessing isnecessary for thepurposesof legitimate
interests pursued by the data controller or by the third
party or parties to whom the data are disclosed, except
where the processing is unwarranted in any particular
case because of prejudice to the rights and freedoms or
legitimate interests of the data subject. The Secretary
of State may by order specify particular circumstances
in which this condition is, or is not, to be taken to be
satisfied.

Schedule 3:

1 The data subject has given their explicit consent to the
processing of the personal data.

2 The processing is necessary for the purposes of exercis-
ing or performing any right or obligation which is con-
ferred or imposed by law on the data controller in con-
nection with employment. The Secretary of State may
by order specify cases where this condition is either ex-
cluded altogether or only satisfied upon the satisfaction
of further conditions.

3 The processing is necessary –
a) in order to protect the vital interests of the data sub-

ject or another person, in a case where –
i. consent cannot be given by or on behalf of the data

subject, or
ii. the data controller cannot reasonably be expected

to obtain the consent of the data subject, or
b) in order to protect the vital interests of another per-

son, in a case where consent by or on behalf of the
data subject has been unreasonably withheld.

4 The processing –
a) is carried out in the course of its legitimate activities

by any body or association which exists for political,
philosophical, religious or trade-union purposes and
which is not established or conducted for profit,

b) is carried out with appropriate safeguards for the
rights and freedoms of data subjects,

c) relates only to individuals who are either members of
the body or association or who have regular contact
with it in connection with its purposes, and

d) d) does not involve disclosure of the personal data to
a third party without the consent of the data subject.

5 Theinformationcontainedinthepersonaldatahasbeen
made public as a result of steps deliberately taken by the
data subject.

6 The processing –
a) is necessary for the purpose of, or in connection with,

any legal proceedings (including prospective legal
proceedings),
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b) is necessary for the purpose of obtaining legal advice,
or

c) is otherwise necessary for the purposes of establish-
ing, exercising or defending legal rights.

7 The processing is necessary –
a) for the administration of justice,
b) for theexerciseofany functionsconferredbyorunder

any enactment, or
c) for the exercise of any functions of the Crown, a

Minister of the Crown or a government department.
The Secretary of State may by order specify cases where
this condition is either excluded altogether or only sat-
isfied upon the satisfaction of further conditions.

8 The processing is necessary for medical purposes (in-
cluding the purposes of preventative medicine, medical
diagnosis, medical research, the provision of care and
treatment and the management of healthcare services)
and is undertaken by –
a) a health professional (as defined in the Act), or
b) a person who owes a duty of confidentiality which

is equivalent to that which would arise if that person
were a health profes- sional.

9 The processing –
a) is of sensitive personal data consisting of information

as to racial or ethnic origin,
b) is necessary for the purpose of identifying or keeping

under review the existence or absence of equality

of opportunity or treatment between persons of
different racial or ethnic origins, with a view to en-
abling such equality to be promoted or maintained,
and

c) is carried out with appropriate safeguards for the
rights and freedoms of data subjects. The Secretary
of State may by order specify circumstances in
which such processing is, or is not, to be taken to
be carried out with appropriate safeguards for the
rights and freedoms of data subjects.

10 The personal data are processed in circumstances
specified in an order made by the Secretary of State.

Data Protection (Processing of Sensitive Personal
Data) Order 2000:

Relevant conditions –

7 Processing of medical data or data relating to ethnic ori-
gin for monitoring purposes.

9 Processing in the substantial public interest, necessary
for the purpose of research whose object is not to sup-
port decisions with respect to any particular data subject
otherwise than with the explicit consent of the data sub-
ject and which is unlikely to cause substantial damage
or substantial distress to the data subject or any other
person.
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Guidelines for the ethical conduct of medical
research involving children

Royal College of Paediatrics and Child Health:
Ethics Advisory Committee

These guidelines are written for everyone involved in the
planning, review, and conduct of research with children.
The Royal College of Paediatrics and Child Health’s first
guidelines (then the British Paediatric Association) were
published in 1980. Since then, there has been significant
progress in the understanding of children’s interests, in
legal requirements, and in the proper regulation of re-
search. The revised guidelines take account of such devel-
opments.Generalguidelinesrelatingtoallmedical research
provide an essential background to this document on
research with children.1–9 These guidelines are based on
six principles:

Correspondence to: Professor Neil McIntosh, Department of Child

Life and Health, 20 Sylvan Place, Edinburgh EH9 1UW, UK.

These guidelineswere produced initially by the Ethics Advisory Com-

mittee of the British Paediatric Association in 1992∗ and have been

modified and updated by the Royal College of Paediatrics and Child

Health Ethics Advisory Committee in 1999†.
∗ Chairman, Professor C Normand; Members, Dr P Alderson, Miss

G Brykczynska, Professor R Cooke, Professor The Rev G Dunstan CBE,

Professor Dame J Lloyd DBE, Mr J Montgomery, Dr R Nicholson,

Professor M Pembrey.
† Chairman, Professor N McIntosh; Members, Mr P Bates, Miss G

Brykczynska, Professor The Rev G Dunstan CBE, Dr A Goldman, Profes-

sor D Harvey, Dr V Larcher, Dr D Mc Crae, Dr A McKinnon, Dr M Patton,

Dr J Saunders, Mrs P Shelley.
1 Royal College of Physicians. Research on healthy volunteers.

London: The College, 1988.
2 Royal College of Physicians. Research involving patients. London:

The College, 1990.
3 RoyalCollegeof Physicians.Guidelinesonthepracticeof ethics com-

mittees involved inmedical research involving human subjects. 3rd ed.

London: The College, 1996.

c© Royal College of Paediatrics and Child Health: Ethics Advisory

Committee.

Arch. Dis. Child. 2000; 82(2): 1777–182 Permission granted by BMJ

Publishing Group.

(1) Research involving children is important for thebenefit
of all children and should be supported, encouraged
and conducted in an ethical manner

(2) Children are not small adults; they have an additional,
unique set of interests

(3) Research should only be done on children if compa-
rable research on adults could not answer the same
question

(4) A research procedure which is not intended directly to
benefit the child subject is notnecessarily eitheruneth-
ical or illegal

(5) All proposals involving medical research on children
should be submitted to a research ethics committee

(6) Legallyvalidconsentshouldbeobtainedfromthechild,
parent or guardian as appropriate. When parental con-
sent is obtained, the agreement of school age children
who take part in research should also be requested by
researchers.

4 NHS Management Executive. Guidelines on local research ethics

committees. London: NHS Management Executive, 1991.
5 World Medical Association. The declaration of Helsinki. Ferney-

Voltaire, France: The Association, 1996; revised in 1975, 1983 and

1989.
6 UnitedKingdomCentralCouncil onNursing,MidwiferyandHealth

Visiting. Exercising accountability: A framework to assist nurses, mid-

wives, andhealth visitors to consider ethical aspects of professional prac-

tice. London: The Council, 1989.
7 Nicholson R, ed. Medical research with children: ethics, law and

practice.Oxford: Oxford University Press, 1986.
8 National Commission for the Protection of Human Subjects of

BiomedicalandBehavioralResearch.Researchinvolvingchildren:report

and recommendations.Washington DC: Department of Health, Educa-

tion and Welfare, 1977.
9 AldersonP.Choosingforchildren:parents’ consent tosurgery.Oxford:

Oxford University Press, 1990.
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The special implications of fetal research are considered
by the Polkinghorne Report.10

Value of ethical research with children

Medical research involving children is an importantmeans
of promoting child health and wellbeing. Such research in-
cludes systematic investigation into normal childhood de-
velopment and the aetiology of disease, as well as careful
scrutiny of the means of promoting health and of diagnos-
ing, assessing, and treating disease. It is also important to
validate in children the beneficial results of research con-
ducted in adults.

Research with children is worthwhile if each project:
� has an identifiable prospect of benefit to children
� is well designed and well conducted
� does not simply duplicate earlier work
� is not undertaken primarily for financial or professional
advantage

� involves a statistically appropriate number of subjects
� eventually is to be properly reported.

Comprehensive registers such as the National Perinatal
Epidemiology Unit’s register of perinatal research and the
NationalResearchRegisterhelp topromotehighstandards.
Theypubliciseworthwhileprojects andgoodpractice; they
help to prevent unnecessary duplication; and by recording
unpublished work they provide valuable information.

Children’s interests

Children are unique as a research group for many reasons.
They are the only people, in British law, on whose be-
half other individuals may consent to medical procedures.
Manychildrenare vulnerable, easily bewilderedand fright-
ened, and unable to express their needs or defend their in-
terests. Potentially with many decades ahead of them, they
are likely to experience, in their development and educa-
tion, the most lasting benefits or harms from research.

To facilitate both the child’s health care and longer term
research, general practitioners should be notified of all re-
search on their paediatric patients. Long term follow up of
research interventions may be of particular benefit to child
subjects. Yet this means still more intrusion into their lives,
as records are shared and computerised. Children may
be less able than adults to challenge records about them-
selves. There is therefore a duty on researchers to respect

10 Review of the guidance on the research use of fetuses and fetalmate-

rial (ThePolkinghorneReport).London:HerMajesty’s StationeryOffice,

1989 Cm762.

confidentiality, and keep up to date with data protection
and legislation on access to health records.

More needs to be knownabout how children are affected
by their experiences as patients and research subjects, and
what support they need. It is desirable to encourage psy-
chosocial research conducted independently and in con-
junction with physiological research. Research will then
further the task of caring for the whole child within the
family.

Researchshares this taskwhenit ismore thanresearchon
children, and is researchwith them, learning from their re-
sponses and attending to their interests as perceived by the
child and parents. (“Parents” in these guidelines refers to
parents, guardians, or adults legally entitled togive consent
on the child’s behalf.) This partnership should accord with
theDeclaration of Helsinki in that concern for the interests
of the subjectmust alwaysprevail over those of science and
society.

Must the research involve children?

In principle, the informed and willing consent of human
research subjects should be sought whenever possible. Yet
therearecomplications inobtaining theconsentofminors.
Researchand innovative treatmentonhumans shouldonly
be undertaken after adequate basic research. Research
with children should be undertaken only if work with
adults is clearly not feasible. When a choice of age groups
is possible, older children should be involved in preference
to younger ones, although much valuable research can
only be done with younger children and babies.

Some treatments, suchasorgan transplantation,may in-
volve a range of procedures. Each separate new procedure
should be tested with informed willing adults when possi-
ble,with time toassessat least themediumtermeffects,be-
fore the procedure is attempted with children. The urgent
desire to offer babies and children the potential benefits of
medical innovation is laudable. Yet childhood is a vulnera-
ble, formative time, when harms can have serious impact
as well as being potentially long lasting. Potential harms
should therefore be assessed carefully before children are
put at risk.

Increasingly, researchexperience is regardedasanessen-
tial qualification forpromotion inmedicine.Researchwork
can offer valuable training that may improve the quality of
doctors’ clinical practice. An inquiring mind disciplined to
test hypotheses by the approved canons of research while
sensitive to the vulnerability of child patients should be
seen as a valued professional asset in a paediatrician.

However, great care should be exercised by supervisory
senior staff over thechoiceof researchprojects. Thecriteria
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for worthwhile research, listed above, must govern the se-
lection of projects whether primarily undertaken as part of
medical training or for the advancement of knowledge.

Potential benefits, harm, and cost

Therearenogeneral statutoryprovisions covering research
on human beings. In the absence of relevant case law, ear-
lier cautions against researchonminors that offer nodirect
benefit to the child subject11 have been replaced by quali-
fied support.5,12 This hasnot been challenged in the courts.
The attempt to protect children absolutely from the poten-
tial harmsof researchdenies anyof themthepotential ben-
efits. We therefore support the premise that research that
is of no intended benefit to the child subject is not neces-
sarily unethical or illegal. Such research includes observing
and measuring normal development, assessing diagnostic
methods, the use of “healthy volunteers” and of placebos
in controlled trials.

The importance of evaluating potential benefits, harms,
and costs in research on human beings, and ways of do-
ing so,7 have been discussed repeatedly. A summary of dis-
cussion points is included in these guidelines to illustrate
howcomplex suchevaluations canbe.Ouraim, rather than
to provide answers, is to list questions for researchers and
ethics committees to consider.

Assessment of potential benefit includes reviewing
estimates of:

Magnitude

� How is the knowledge gained likely to be used?
� In research into treatment how severe is the problem
which the research aims to alleviate?

� How common is the problem?

Probability

� How likely is the research to achieve its aims?

Beneficiaries

� Is the research intended to benefit the child subjects,
and/or other children?

11 Medical Research Council. Responsibility in investigations on hu-

man subjects: In: Report of the Medical Research Council for the year

1962–63: 21–5. London: Her Majesty’s Stationery Office, 1964.
12 Dworkin G. Legality of consent to non-therapeutic medical re-

search on infants and young children. Arch Dis Child 1978; 51:443–6.

Resources

� Will potential benefits be limited because they are
very expensive, or require unusually highly trained
professionals?

Assessment of potential harm included estimates of:

Types of intervention

� How invasive or intrusive is the research? (psychosocial
research should be assessed as carefully as physical re-
search)

Magnitude

� How severe may the harms associated with research pro-
cedures be?

Probability

� How likely are the harms to occur?

Timing

� Might adverse effects be brief or long lasting, immediate
or not evident until years later?

Equity

� Are a few children drawn into too many projects simply
because they are available?

� Are researchers relying unduly on children who already
have many problems?

Interim finding

� If evidence of harm in giving orwithholding certain treat-
ment emerges during the trial, how will possible conflict
between the interests of the child subjects and of valid
research be managed?

Assessment of potential harm also includes reviewing
personal estimates

Children’s responses are varied, often unpredictable, and
alter as children develop, so that generalisations about risk
tend to be controversial. A procedure that does not bother
one child arouses severe distress in another. Researchers
sometimes underestimate high risk of pain if the effects are
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brief, whereas the child or parents may consider the se-
vere transient pain is not justified by the hoped for benefit.
There is evidence that tolerance of pain increases with age
and maturity when the child no longer perceives medical
interventions as punitive.13−15

Some potential harms may not be obvious without care-
ful consideration of their consequences. For example, with
research into serious geneticdisorders thatpresent inadult
life, presymptomatic diagnosis in a child, while it may be
beneficial, may also have very harmful effects, and may af-
fect the child’s opportunities and freedom of choice.16

Risks may be estimated as minimal, low or high

Minimal (the leastpossible) riskdescribesprocedures such
as questioning, observing, and measuring children, pro-
vided that procedures are carried out in a sensitive way,
and that consent has been given. Procedures with minimal
risk include collecting a single urine sample (but not by as-
piration), or usingblood froma sample that has been taken
as part of treatment.
Low risk describes procedures that cause brief pain or

tenderness, and small bruises or scars. Many children fear
needles and for them low rather than minimal risks are
often incurred by injections and venepuncture.
High risk procedures such as lung or liver biopsy, arterial

puncture, and cardiac catheterisation are not justified for
research purposes alone. They should be carried out only
when research is combined with diagnosis or treatment
intended to benefit the child concerned.

Webelieve that research inwhich children are submitted
to more than minimal risk with only slight, uncertain or no
benefit to themselves deserves serious ethical considera-
tion. The most common example of such research involves
bloodsampling.Wherechildrenareunable togiveconsent,
by reason of insufficient maturity or understanding, their
parents or guardiansmay consent to the taking of blood for
non-therapeutic purposes, provided that they have been
given and understand a full explanation of the reasons for
blood sampling and have balanced its risk to their child.
Many children fear needles, butwith careful explanationof
the reason for venepuncture and an understanding of the

13 Haslam D. Age of perception of pain. Psychological Science 1969;

15:86–7.
14 Petrillo D, Danger P. Emotional care of hospitalised children. New

York: Lippincott, 1980.
15 Jacox A, ed. Pain: a sourcebook for nurses and other health profes-

sionals. Boston: Little Brown, 1977.
16 British Paediatric Association Ethics Advisory Committee. Testing

children for late onset genetic disorders. London: BPA Statement, 1996.

effectiveness of local anaesthetic cream, they often show
altruism and allow a blood sample to be taken. We believe
that this has to be the child’s decision. We believe that it is
completely inappropriate to insist on the taking of blood
for non-therapeutic reasons if a child indicates either sig-
nificant unwillingness before the start or significant stress
during the procedure.

Despite careful selection, children in clinical trials have
social and emotional problems that are mainly unpre-
dictable.17 Provision for necessary, continuing, emotional
support should be built into the research design.

Assessment of potential cost includes reviewing:

Resources

� How much medical, nursing and other professional time
is required for informing and supporting families, and for
collecting data?

� Are sufficient staff available without prejudicing the care
of patients?

� Are the costs of reducing and preventing harms included
in theprotocol (suchas informationmaterial for staff and
families, local anaesthetic cream (for example, EMLA),
autolet)

� How much family time is required for collecting data, or
attending clinics?

� How will their extra expenses be paid?
� Are reasonable costs allowed for collecting, collating, and
analysing data, forwriting anddisseminating the reports,
and for informing research subjects of the results?

Statistics

� Are enough children involved to make a statistically
valid sample, and to allow for withdrawals during longer
studies?

� Is the planned number of subjects unnecessarily high?

Inconvenience

� How much inconvenience to families is justified (such as
extra visits to clinics)?

� Allmedical research,whetherornot associatedwith ther-
apy, requires careful evaluation, as well as the safeguards
described in the next two sections.

17 Kinmonth A, Lindsay M, Baum J. Social and emotional complica-

tions in a clinical trial among adolescents with diabetes mellitus. BMJ

1983; 286:952–4.
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Research ethics committees

As assessment of benefit andharm is complex, children are
best protected if projects are reviewed at many levels, by
researchers, funding and scientific bodies, research ethics
committees, the research assistants and nurses work-
ing with child subjects, the children, and their parents.
Everyone concerned (except young children) has some
responsibility.

Ethics is about good practice, and each research ethics
committee considering a project involving children should
be advised by people with a close, practical knowledge of
babies and children, such as a registered sick children’s
nurse. They may be research ethics committee members,
persons co-opted, or members of a subcommittee.

Given that valuable research can range from the descrip-
tive using qualitative methods to that requiring statistical
analysis, research ethics committees need to have or to co-
opt members with a breadth of experience adequate to as-
sess such research.

Multicentre research ethics committees (MRECs) have
the task of reviewing all research taking place in five or
more centres, andprotocols approvedby theMRECcannot
beamendedbya local researchethics committee (LREC). It
is therefore particularly important that multicentre studies
in children are always assessed after such advice and that
LRECs are advised accordingly. LRECs considering multi-
centre protocols should ensure that there are no local ob-
jections to the study (for example, over researched groups,
ethnic factors, research facilities, local investigators).

The duties of LRECs have been clearly described.3,4

Those of MRECs have also been outlined.18 It is important
that committees are satisfied that each project:
� sets out to answer a useful question or questions
� is designed in the best possible way to answer the ques-
tions

� will work in practice (such as in the safety of drugs and
techniques, age appropriate interventions, and preven-
tion of too many studies being carried out in one ward).
Both MRECs and LRECs may also wish to know how re-

searchers plan to monitor and respond to any signs of dis-
tress in child subjects. This may involve helping children
to withdraw from the study. LRECs have the additional re-
sponsibility of monitoring the progress of studies.19

18 NHS Executive. Ethics committee review of multi-centre research.

HSG(97)23. London: Department of Health, 1997.
19 International Conference on Harmonisation of Technical Require-

ments for Registration of Pharmaceuticals for Human Use (ICH Har-

monised Tripartite Guidelines). Guideline for good clinical practice.

Geneva: IFPMA, 1997.

Researchethicscommitteesare facedwith theparadoxof
trying to be both stringent assessors and an approachable
forum for helping researchers to resolve problems. They
have to compromise between aiming for the perfect pro-
tocol in advance and encouraging researchers to respond
to families’ unpredictable responses, which may require
changes in the research design later on.

Consent and assent

“Consent”, in this section, describes thepositive agreement
of a person; “assent” refers to acquiescence. The law re-
lating to research on children (children defined by law as
those under 18 years) has never been clearly established.
The application of general principles indicates that, where
childrenhave “sufficientunderstanding and intelligence to
understand what is proposed”, it is they and not their par-
ents whose consent is required by law.20 A reasoned refusal
by a child to participate in research is likely to be taken as
evidence of such understanding, and it would be unwise to
rely on parental consent in such circumstances. If the child
is insufficientlymature to consent, thenvalidparental con-
sent must be obtained.

The physical integrity of children, as of all other peo-
ple, is protected by law. Unless they, or their parents or
guardians acting on their behalf, agree to it, nothing can be
done lawfully that involves touching them. Research with
children must normally be carried out only with the con-
sent of parent, guardian or child. Some research based on
observation, collating information from notes and tests al-
ready performed for therapeutic purposes may, however,
bepermissiblewithout consent because it doesnot involve
touching the child.

A general exception to the requirement for consent is the
provision of medical care in an emergency. If emergency
medical, surgical, andneonatal care are tobe improved, re-
search is necessary. On many, but not all, such occasions, it
may be impracticable, ormeaningless, to attempt immedi-
ately to obtain informed consent for the proposed research
procedures from parents or guardians. To require such an
attempt always to be made could also inhibit much poten-
tially valuable research.

Provided, therefore, that the specific approval of a re-
search ethics committee has been obtained for the project
overall, it would be ethical to carry out research on chil-
dren on such occasions of extreme urgency without ob-
taining consent. It is possible, however, that it would still
be unlawful if the researchwere not expected to benefit the

20 Gillick -v- West Norfolk AHA. 3 All Er 402, at 423–4.
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child in question, although legal action would be unlikely.
The parents or guardians and,where appropriate, the child
must be informed about the research as soon as possible
afterwards: a requirement in ethics as in courtesy.

Parental consent will probably not be valid if it is given
against the child’s interests. This means that parents can
consent to research procedures that are intended directly
to benefit the child, but that research that does not come
into this category can only be validly consented to if the
risks are sufficiently small to mean that the research can
be reasonably said not to go against the child’s interests.21

Even when it is not legally required, researchers should ob-
tain the assent or agreement of school age children to their
involvement in the research, and shouldalways ensure that
the child does not object.

Legally valid consent is both freely given and informed.
For consent to be freely given researchers must:
� offer families no financial inducement, although ex-
penses should be paid

� exert no pressure on families
� give themasmuchtimeaspossible (somedays foramajor
study) to consider whether to take part in the project

� encourage families to discuss the projectwith – for exam-
ple, their relatives, or primary health carers

� tell them that they may refuse to take part, or may with-
draw at any time, even if they have signed a consent form

� say that they need not give a reason for withdrawing, al-
though their reason may help the researchers and other
children in the study

� assure them that the child patient’s treatment will not be
prejudiced by withdrawal from the research

� encourage parents to stay with their child during proce-
dures

� respond to families’ questions, anxiety or distress
throughout the study.
Consent is not a single response; it involves willing com-

mitment that may falter during a long, difficult project.
Families may need to be supported and informed fre-
quently. Children’s ability to consent develops as they learn
tomake increasinglycomplexandseriousdecisions.Ability
may relate to experience rather than to age, and even very
youngchildrenappear tounderstandcomplex issues. They
should therefore be informed as fully as possible about the
research in terms they can understand.

For consent to be informed, researchers must discuss
with families:
� the purpose of the research
� whether thechildstands tobenefitdirectlyand, if so,how;
the difference between research and treatment

21 S -v- S. 3 All ER 107, at 111.

� the meaning of relevant research terms (such as
placebos)

� the nature of each procedure, how often or for how long
each may occur

� the potential benefits and harms (both immediate and
long term)

� the name of a researcher whom they can contact with
inquiries

� the name of the doctor directly responsible for the child
� howchildren canwithdraw from theproject. Researchers
will also:

� willingly explain and answer questions throughout the
project

� ensure that other staff caring for child subjects know
about the research, and can also explain it if necessary

� give clearly written leaflets for families to keep
� should report the results of research to the families
involved.
Whenexplaining relevant terms, researchersneed todis-

cuss with families the consent implications. For example,
consenting to a double blind randomised trial means not
mindingwhichof a choiceof treatments the childwill have,
and thatneither the familynor theirdoctorwill knowwhich
treatment has been given until the trial has been com-
pleted.

These guidelines are designed to benefit children who
take part in research, children who may be helped by the
research findings, and medical research itself. Researchers
who observe high standards will continue to enjoy public
support and cooperation.

Commentary

The Ethics Committee of the British Paediatric Association
(BPA), now the Royal College of Paediatrics and Child
Health (RCPCH), has prepared guidelines on the planning,
conduct, and review of research on children. Two of their
basic principles are that “research involving children
is important for the benefit of all children” and that “a
research procedure not intended directly to benefit the
child subject is not necessarily either unethical or illegal”.
Research is necessary to ensure that children receive fully
informed care.

Analysis of blood is an essential part of many research
programmes – for example, the determination of nutri-
tional status and the evaluation of therapeutic drugs. Tak-
ing blood is often painful, it sometimes leaves a worrying
bruise, and the experience can be distressing. Debate both
in and out of the Councils of the BPA/RCPCH has centred
on whether taking blood from children poses a minimal
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or a low risk. Procedures that have a low risk are usually
inappropriate if the child involved is unlikely to benefit
from the experience.

Blood takenby a skilled personposes only aminimal risk
of physical harm, except possibly the taking of a separate
sample of blood from a very immature infant. It is the pain
and distress and the memory of it that might cause more
than minimal harm.

Taking blood from children can be a positive experience.
Children, like adults, are capable of being generous and
doing something worthwhile even if it means they expe-
rience discomfort. Parents when they are fully informed
usually consent to their babies experiencing the brief pain
of blood taking if the investigation might be to the benefit
of other infants. It seems to me that for blood taking to be a
minimal risk, it is important that all concerned know what
is happening, that the moment when the blood is taken is
appropriate, that the procedure is skilfully performed, and
that all steps are taken to reduce the amount of pain the
child experiences – for example, by using local anaesthetic
creams.

Some children, however, like some adults are frightened
of needles and the sight of blood. The guidance originally

stated that “Many children fear needles and to them low
rather than minimal risks are often incurred by injection
and venepuncture”. It now says “Many children fear nee-
dles, but with careful explanation of the reason for the
venepuncture and an understanding of the effectiveness
of anaesthetic cream, they often show altruism, and allow
a blood sample to be taken”. I welcome the move to a more
positive position. It is in the common interest of children.
But itmakes itmore, rather than less,necessary for research
workers to be able to recognise when a child is very upset
whether by the thought of the procedure or at the time of
the procedure and to accept this distress as genuine dis-
sent from being involved. The child’s feelings are not to be
sacrificed.

I hope that the number of children who get very upset at
the thought of needles or the sight of blood will fall as ac-
cident and emergency departments strive to ensure that
when children attend for treatment, the experience en-
hancesratherthanunderminestheirconfidenceinmodern
clinical care.

Professor Sir David Hull
Emeritus Professor
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Clinical investigation of medicinal products
in the pediatric population

1 Introduction

1.1 Objectives of the guidance

The number of medicinal products currently labeled for
pediatric use is limited. It is the goal of this guidance to

420
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encourage and facilitate timely pediatric medicinal prod-
uctdevelopment internationally.Theguidanceprovidesan
outline of critical issues in pediatric drugdevelopment and
approachestothesafe,efficient,andethicalstudyofmedic-
inal products in the pediatric population.

1.2 Background

Other ICHdocumentswithrelevant information impacting
on pediatric studies include:
E2: Clinical Safety Data Management
E3: Structure and Content of Clinical Study Reports
E4: Dose-Response Information to Support Drug

Registration
E5: Ethnic Factors in the Acceptability of Foreign

Clinical Data
E6: Good Clinical Practice: Consolidated Guideline
E8: General Considerations for Clinical Trials
E9: Statistical Principles for Clinical Trials
E10: Choice of Control Group in Clinical Trials
M3: Nonclinical Safety Studies for the Conduct of

Human Clinical Trials for Pharmaceuticals
Q1: Stability Testing
Q2: Validation of Analytical Procedures
Q3: Impurity Testing

1.3 Scope of the guidance

Specific clinical study issues addressed include: (1) consid-
erationswheninitiatingapediatricprogramforamedicinal
product; (2) timing of initiation of pediatric studies during
medicinal product development; (3) types of studies
(pharmacokinetic, pharmacokinetic/pharmacodynamic
(PK/PD), efficacy, safety); (4) age categories; and (5) ethics
of pediatric clinical investigation. This guidance is not
intended to be comprehensive; other ICH guidances, as
well as documents from regional regulatory authorities
and pediatric societies, provide additional detail.

1.4 General principles

Pediatric patients should be given medicines that have
been appropriately evaluated for their use. Safe and ef-
fective pharmacotherapy in pediatric patients requires the
timely development of information on the proper use of
medicinal products in pediatric patients of various ages
and, often, the development of pediatric formulations of
those products. Advances in formulation chemistry and in
pediatric study design will help facilitate the development
of medicinal products for pediatric use. Drug develop-
mentprogramsshouldusually includethepediatricpatient

populationwhenaproduct is beingdeveloped for adisease
or condition in adults and it is anticipated the product will
be used in the pediatric population. Obtaining knowledge
of the effects of medicinal products in pediatric patients
is an important goal. However, this should be done with-
out compromising thewell-being of pediatric patients par-
ticipating in clinical studies. This responsibility is shared
by companies, regulatory authorities, health professionals,
and society as a whole.

2 Guidance

2.1 Issues when initiating a pediatric medicinal
product development program

Data on the appropriate use of medicinal products in the
pediatric population should be generated unless the use of
a specificmedicinal product in pediatric patients is clearly
inappropriate. The timing of initiation of clinical studies
in relation to studies conducted in adults, which may be
influenced by regional public health andmedical needs, is
discussed in section 2.3. Justification for the timing and the
approach to the clinical program needs to be clearly ad-
dressed with regulatory authorities at an early stage and
then periodically during the medicinal product develop-
ment process. The pediatric development program should
not delay completion of adult studies and availability of a
medicinal product for adults.
The decision to proceed with a pediatric development

program for a medicinal product, and the nature of that
program, involve considerationofmany factors, including:
� The prevalence of the condition to be treated in the pedi-
atric population

� The seriousness of the condition to be treated
� The availability and suitability of alternative treatments
for the condition in the pediatric population, including
the efficacy and the adverse event profile (including any
unique pediatric safety issues) of those treatments

� Whether the medicinal product is novel or one of a class
of compounds with known properties

� Whether there are unique pediatric indications for the
medicinal product

� The need for the development of pediatric-specific
endpoints

� The age ranges of pediatric patients likely to be treated
with the medicinal product

� Unique pediatric (developmental) safety concerns with
the medicinal product, including any nonclinical safety
issues

� Potential need for pediatric formulation development
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Of these factors, the most important is the presence of a
serious or life-threatening disease for which the medici-
nal product represents a potentially important advance in
therapy. This situation suggests relatively urgent and early
initiation of pediatric studies.
Information from nonclinical safety studies to sup-

port a pediatric clinical program is discussed in ICH M3,
section 11. It should be noted that the most relevant
safety data for pediatric studies ordinarily come fromadult
humanexposure.Repeateddose toxicitystudies, reproduc-
tion toxicity studies and genotoxicity tests would generally
be available. The need for juvenile animal studies should
be considered on a case-by-case basis and be based on
developmental toxicology concerns.

2.2 Pediatric formulations

There is aneed forpediatric formulations thatpermit accu-
rate dosing and enhance patient compliance. For oral ad-
ministration, different types of formulations, flavors and
colors may be more acceptable in one region than an-
other. Several formulations, such as liquids, suspensions,
and chewable tablets, may be needed or desirable for pe-
diatric patients of different ages. Different drug concentra-
tions in these various formulations may also be needed.
Consideration should also be given to the development of
alternative delivery systems.
For injectable formulations, appropriate drug concen-

trations should be developed to allow accurate and safe
administration of the dose. For medicinal products sup-
plied as single-use vials, consideration should be given to
dose-appropriate single-dose packaging.
The toxicity of someexcipientsmay vary across pediatric

age groups and between pediatric and adult populations,
e.g., benzyl alcohol is toxic in the preterm newborn. De-
pending on the active substance and excipients, appropri-
ate use of the medicinal product in the newborn may re-
quire a new formulation or appropriate information about
dilution of an existing formulation. International harmo-
nization on the acceptability of formulation excipients and
of validation procedures would help ensure that appropri-
ate formulations are available for the pediatric population
everywhere.

2.3 Timing of studies

During clinical development, the timing of pediatric stud-
ies will depend on the medicinal product, the type of
disease being treated, safety considerations, and the effi-
cacy and safety of alternative treatments. Since develop-
ment of pediatric formulations can be difficult and time

consuming, it is important to consider the development
of these formulations early in medicinal product develop-
ment.

2.3.1 Medicinal products for diseases predominantly
or exclusively affecting pediatric patients

In this case, the entire development program will be con-
ducted in the pediatric population except for initial safety
and tolerability data, which will usually be obtained in
adults. Some products may reasonably be studied only in
the pediatric population even in the initial phases, e.g.,
when studies in adultswould yield little useful information
or expose them to inappropriate risk. Examples include
surfactant for respiratory distress syndrome in preterm in-
fants and therapies targeted at metabolic or genetic dis-
eases unique to the pediatric population.

2.3.2 Medicinal products intended to treat serious
or life-threatening diseases, occurring in both
adults and pediatric patients, for which there are
currently no or limited therapeutic options

The presence of a serious or life-threatening disease for
which the product represents a potentially important ad-
vance in therapy suggests theneed for relatively urgent and
early initiation of pediatric studies. In this case, medicinal
product development should begin early in the pediatric
population, following assessment of initial safety data and
reasonableevidenceofpotentialbenefit.Pediatricstudyre-
sults should be part of themarketing application database.
In circumstances where this has not been possible, lack of
data should be justified in detail.

2.3.3 Medicinal products intended to treat other
diseases and conditions

In this case, although themedicinal productwill be used in
pediatric patients, there is less urgency than in the previ-
ous cases and studies would usually begin at later phases
of clinical development or, if a safety concern exists, even
after substantial postmarketing experience in adults. Com-
panies should have a clear plan for pediatric studies and
reasons for their timing. Testing of these medicinal prod-
ucts in the pediatric population would usually not begin
until Phase 2 or 3. In most cases, only limited pediatric
data would be available at the time of submission of the
application, but more would be expected after marketing.
The development of many new chemical entities is dis-
continued during or following Phase 1 and 2 studies in
adults for lack of efficacy or an unacceptable side effect
profile. Therefore, very early initiation of testing in pedi-
atric patients might needlessly expose these patients to a
compound that will be of no benefit. Even for a nonserious
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disease, if themedicinal product represents amajor thera-
peutic advance for thepediatricpopulation, studies should
begin early in development, and the submission of pedi-
atric data would be expected in the application. Lack of
data should be justified in detail. Thus, it is important to
carefullyweigh benefit/risk and therapeutic need in decid-
ing when to start pediatric studies.

2.4 Types of studies

The principles outlined in ICH E4, E5, E6, and E10 apply
to pediatric studies. Several pediatric-specific issues are
worth noting. When a medicinal product is studied in pe-
diatric patients inone region, the intrinsic (e.g., pharmaco-
genetic) and extrinsic (e.g., diet) factors1 that could impact
on theextrapolationofdata toother regions shouldbecon-
sidered.
When a medicinal product is to be used in the pediatric

population for the same indication(s) as those studied and
approved in adults, the disease process is similar in adults
and pediatric patients, and the outcome of therapy is likely
to be comparable, extrapolation from adult efficacy data
may be appropriate. In such cases, pharmacokinetic stud-
ies in all the age rangesof pediatric patients likely to receive
the medicinal product, together with safety studies, may
provide adequate information for use by allowing selection
of pediatric doses that will produce blood levels similar to
those observed in adults. If this approach is taken, adult
pharmacokinetic data should be available to plan the pe-
diatric studies.
When amedicinal product is to be used in younger pedi-

atric patients for the same indication(s) as those studied in
older pediatric patients, the disease process is similar, and
the outcome of therapy is likely to be comparable, extrap-
olation of efficacy from older to younger pediatric patients
may be possible. In such cases, pharmacokinetic studies
in the relevant age groups of pediatric patients likely to re-
ceive the medicinal product, together with safety studies,
may be sufficient to provide adequate information for pe-
diatric use.
An approach based on pharmacokinetics is likely to be

insufficient for medicinal products where blood levels are
known or expected not to correspond with efficacy or
where there is concern that the concentration-response
relationship may differ between the adult and pediatric

1 In the ICH E5 guideline on Ethnic Factors in the Acceptance of For-

eignData, factorswhichmay result in different drug responses to a drug

in different populations are categorized as intrinsic ethnic factors or ex-

trinsic ethnic factors. In this document, these categories are referred to

as intrinsic factors and extrinsic factors, respectively.

populations. In such cases, studies of the clinical or the
pharmacological effect of the medicinal product would
usually be expected.
Where the comparability of the disease course or out-

comeof therapy in pediatric patients is expected to be sim-
ilar to adults, but the appropriate blood levels are not clear,
it may be possible to use measurements of a pharmacody-
namic effect related to clinical effectiveness to confirm the
expectations of effectiveness and to define the dose and
concentration needed to attain that pharmacodynamic ef-
fect. Such studies could provide increased confidence that
achieving a given exposure to themedicinal product in pe-
diatric patientswould result in thedesired therapeutic out-
comes. Thus, a PK/PD approach combinedwith safety and
other relevant studies could avoid the need for clinical ef-
ficacy studies.
In other situationswhere a pharmacokinetic approach is

notapplicable, suchas for topicallyactiveproducts, extrap-
olation of efficacy from one patient population to another
may be based on studies that include pharmacodynamic
endpoints and/orappropriatealternativeassessments. Lo-
cal tolerability studiesmay be needed. Itmay be important
to determine blood levels and systemic effects to assess
safety.
When novel indications are being sought for the medic-

inal product in pediatric patients, or when the disease
course and outcome of therapy are likely to be different
in adults and pediatric patients, clinical efficacy studies in
the pediatric population would be needed.

2.4.1 Pharmacokinetics
Pharmacokinetic studies generally should be performed
to support formulation development and determine phar-
macokinetic parameters in different age groups to support
dosing recommendations. Relativebioavailability compar-
isons of pediatric formulationswith the adult oral formula-
tion typically should be done in adults. Definitive pharma-
cokinetic studies for dose selection across the age ranges of
pediatric patients in whom the medicinal product is likely
tobeusedshouldbeconducted inthepediatricpopulation.
Pharmacokinetic studies in the pediatric population are

generally conducted in patients with the disease. Thismay
lead to higher intersubject variability than studies in nor-
mal volunteers, but the data better reflect clinical use.
For medicinal products that exhibit linear pharmacoki-

netics in adults, single-dose pharmacokinetic studies in
the pediatric population may provide sufficient informa-
tion for dosage selection. This can be corroborated, if in-
dicated, by sparse sampling in multidose clinical studies.
Any nonlinearity in absorption, distribution, and elimi-
nation in adults and any difference in duration of effect
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between single and repeated dosing in adults would sug-
gest the need for steady state studies in the pediatric pop-
ulation. All these approaches are facilitated by knowledge
of adult pharmacokinetic parameters. Knowing the path-
ways of clearance (renal and metabolic) of the medici-
nal product and understanding the age-related changes of
those processes will often be helpful in planning pediatric
studies.
Dosing recommendations for most medicinal products

used in the pediatric population are usually based on mil-
ligram (mg)/kilogram (kg) body weight up to a maximum
adult dose. While dosing based on mg/square meter body
surface area might be preferred, clinical experience indi-
cates that errors inmeasuringheight or length (particularly
in smaller children and infants) and calculation errors of
body surface area fromweight andheight are common. For
some medications (e.g., medications with a narrow thera-
peutic index, suchas thoseused inoncology), surface-area-
guided dosing may be necessary, but extra care should be
taken to ensure proper dose calculation.

Practical considerations to facilitate
pharmacokinetic studies

The volume of blood withdrawn should be minimized in
pediatric studies. Blood volumes should be justified in
protocols. InstitutionalReviewBoards/IndependentEthics
Committees (IRB’s/IEC’s) review andmay define themaxi-
mum amount of blood (usually on a milliliters (mL)/kg or
percentage of total blood volume basis) that may be taken
for investigational purposes. Several approaches can be
used to minimize the amount of blood drawn and/or the
number of venipunctures.
� Use of sensitive assays for parent drugs and metabolites
to decrease the volume of blood required per sample

� Use of laboratories experienced in handling small
volumes of blood for pharmacokinetic analyses and
for laboratory safety studies (blood counts, clinical
chemistry)

� Collection of routine, clinical blood samples wherever
possible at the same time as samples are obtained for
pharmacokinetic analysis

� The use of indwelling catheters, etc., tominimize distress
as discussed in section 2.6.5.

� Useofpopulationpharmacokineticsandsparsesampling
based on optimal sampling theory tominimize the num-
ber of samples obtained from each patient. Techniques
include:
- Sparse sampling approaches where each patient con-
tributes as few as 2 to 4 observations at predetermined
times to an overall “population area-under-the-curve”

- Population pharmacokinetic analysis using the most
useful sampling time points derived from modeling of
adult data

2.4.2 Efficacy
The principles in study design, statistical considerations
and choice of control groups detailed in ICH E6, E9, and
E10 generally apply to pediatric efficacy studies. There are,
however, certain features unique to pediatric studies. The
potential for extrapolationof efficacy fromstudies inadults
to pediatric patients or fromolder to younger pediatric pa-
tients is discussed in section 2.4.Where efficacy studies are
needed, it may be necessary to develop, validate, and em-
ploydifferentendpoints forspecificageanddevelopmental
subgroups. Measurement of subjective symptoms such as
pain requiresdifferentassessment instruments forpatients
ofdifferentages. Inpediatricpatientswithchronicdiseases,
the response to a medicinal product may vary among pa-
tients not only because of the duration of the disease and
its chronic effects but also because of the developmental
stage of thepatient.Manydiseases in thepretermand term
newborn infant are unique or have unique manifestations
precluding extrapolation of efficacy from older pediatric
patientsandcall fornovelmethodsofoutcomeassessment.

2.4.3 Safety
ICH guidances on E2 topics and ICH E6, which describe
adverse event reporting, apply to pediatric studies. Age-
appropriate, normal laboratory values and clinical mea-
surements should be used in adverse event reporting.
Unintended exposures to medicinal products (accidental
ingestions, etc.) may provide the opportunity to obtain
safety and pharmacokinetic information and to maximize
understanding of dose-related side effects.
Medicinal products may affect physical and cognitive

growth and development, and the adverse event profile
may differ in pediatric patients. Because developing sys-
tems may respond differently from matured adult organs,
some adverse events and drug interactions that occur in
pediatric patients may not be identified in adult studies.
In addition, the dynamic processes of growth and devel-
opment may not manifest an adverse event acutely, but at
a later stage of growth and maturation. Long-term studies
or surveillance data, either while patients are on chronic
therapy or during the posttherapy period, may be needed
to determine possible effects on skeletal, behavioral, cog-
nitive, sexual, and immunematuration and development.

2.4.4 Postmarketing information
Normally the pediatric database is limited at the time
of approval. Therefore, postmarketing surveillance is
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particularly important. In somecases, long-term follow-up
studies may be important to determine effects of certain
medications on growth and development of pediatric
patients. Postmarketing surveillance and/or long-term
follow-up studies may provide safety and/or efficacy in-
formation for subgroups within the pediatric popula-
tion or additional information for the entire pediatric
population.

2.5 Age classification of pediatric patients

Any classification of the pediatric population into age cat-
egories is to some extent arbitrary, but a classification such
as the one below provides a basis for thinking about study
design in pediatric patients. Decisions on how to stratify
studies and data by age need to take into consideration
developmental biology and pharmacology. Thus, a flexible
approach is necessary to ensure that studies reflect current
knowledgeofpediatricpharmacology.The identificationof
which ages to study should be medicinal product-specific
and justified.
If the clearance pathways of amedicinal product arewell

established and the ontogeny of the pathways understood,
age categories for pharmacokinetic evaluation might be
chosenbasedonany“breakpoint”whereclearance is likely
to change significantly. Sometimes, it may bemore appro-
priate tocollectdataoverbroadagerangesandexaminethe
effect of age as a continuous covariant. For efficacy, differ-
ent endpoints may be established for pediatric patients of
different ages, and the age groupsmight not correspond to
thecategoriespresentedbelow.Dividing thepediatricpop-
ulation intomanyagegroupsmightneedlessly increase the
number of patients required. In longer term studies, pedi-
atric patientsmaymove from one age category to another;
the study design and statistical plans should prospectively
take into account changing numbers of patients within a
given age category.
The following is one possible categorization. There

is, however, considerable overlap in developmental (e.g.,
physical, cognitive, andpsychosocial) issues across the age
categories. Ages are defined in completed days,months, or
years.
� Preterm newborn infants
� Term newborn infants (0 to 27 days)
� Infants and toddlers (28 days to 23 months)
� Children (2 to 11 years)
� Adolescents (12 to 16–18 years (dependent on region))

2.5.1 Preterm newborn infants
The study of medicinal products in preterm new-
born infants presents special challenges because of the

unique pathophysiology and responses to therapy in this
population. The complexity of and ethical considerations
involved in studying preterm newborn infants suggest the
need for careful protocol development with expert input
from neonatologists and neonatal pharmacologists. Only
rarelywill it be possible to extrapolate efficacy fromstudies
in adults or even in older pediatric patients to the preterm
newborn infant.
The category of preterm newborn infants is not a homo-

geneous group of patients. A 25-week gestation, 500-gram
(g)newborn is verydifferent froma30-weekgestationnew-
born weighing 1,500 g. A distinction should also be made
for lowbirth-weight babies as to whether they are imma-
ture or growth retarded. Important features that should be
considered for these patients include: (1) gestational age
at birth and age after birth (adjusted age); (2) immaturity
of renal and hepatic clearance mechanisms; (3) protein
binding and displacement issues (particularly bilirubin);
(4) penetration of medicinal products into the central ner-
vous system (CNS); (5) unique neonatal disease states
(e.g., respiratory distress syndrome of the newborn, patent
ductus arteriosus, primary pulmonary hypertension);
(6) unique susceptibilities of the preterm newborn (e.g.,
necrotizing enterocolitis, intraventricular hemorrhage,
retinopathy of prematurity); (7) rapid and variablematura-
tion of all physiologic and pharmacologic processes lead-
ing to different dosing regimens with chronic exposure;
and (8) transdermal absorption of medicinal products and
other chemicals. Studydesign issues that shouldbeconsid-
ered include: (1)weight andage (gestational andpostnatal)
stratification; (2) small blood volumes (a 500-g infant has
40 mL of blood); (3) small numbers of patients at a given
center and differences in care among centers; and (4) diffi-
culties in assessing outcomes.

2.5.2 Term newborn infants (0 to 27 days)
While termnewborninfantsaredevelopmentallymorema-
ture than preterm newborn infants, many of the physio-
logic and pharmacologic principles discussed above also
apply to term infants. Volumes of distribution ofmedicinal
productsmay be different from those in older pediatric pa-
tients because of different body water and fat content and
high body-surface-area-to-weight ratio. The blood-brain
barrier is still not fullymature andmedicinal products and
endogenous substances (e.g., bilirubin)may gain access to
the CNS with resultant toxicity. Oral absorption of medici-
nal products may be less predictable than in older pedi-
atric patients. Hepatic and renal clearance mechanisms
are immature and rapidly changing; doses may need to
be adjusted over the first weeks of life. Many examples of
increased susceptibility to toxic effects of medicinal



426 Manual for Research Ethics Committees

products result from limited clearance in these patients
(e.g., chloramphenicol grey baby syndrome). On the other
hand, term newborn infants may be less susceptible to
sometypesofadverseeffects (e.g., aminoglycosidenephro-
toxicity) than are patients in older age groups.

2.5.3 Infants and toddlers (28 days to 23 months)
This is a period of rapid CNS maturation, immune system
development and total body growth. Oral absorption be-
comesmorereliable.Hepaticandrenalclearancepathways
continue tomature rapidly. By 1 to 2 years of age, clearance
of many drugs on a mg/kg basis may exceed adult values.
The developmental pattern ofmaturation is dependent on
specific pathways of clearance. There is often considerable
inter-individual variability in maturation.

2.5.4 Children (2 to 11 years)
Most pathways of drug clearance (hepatic and renal)
are mature, with clearance often exceeding adult values.
Changes in clearance of a drugmay be dependent onmat-
uration of specific metabolic pathways.
Specific strategies should be addressed in protocols

to ascertain any effects of themedicinal product on growth
and development. Children achieve several important
milestones of psychomotor development that could be
adversely affected by CNS-active drugs. Entry into school
and increased cognitive and motor skills may affect a
child’s ability to participate in some types of efficacy stud-
ies. Factors useful in measuring the effects of a medici-
nal product on children include skeletal growth, weight
gain, school attendance, and school performance. Recruit-
ment of patients should ensure adequate representation
across the age range in this category, as it is important to
ensure a sufficient number of younger patients for eval-
uation. Stratification by age within this category is often
unnecessary, but it may be appropriate to stratify pa-
tients based on pharmacokinetic and/or efficacy endpoint
considerations.
The onset of puberty is highly variable and occurs earlier

ingirls, inwhomnormalonsetofpubertymayoccurasearly
as 9 years of age. Puberty can affect the apparent activity of
enzymes thatmetabolize drugs, anddose requirements for
some medicinal products on a mg/kg basis may decrease
dramatically (e.g., theophylline). In some cases, it may be
appropriate to specifically assess the effect of puberty on a
medicinal product by studyingpre- andpostpubertal pedi-
atricpatients. Inothercases, itmaybeappropriatetorecord
Tanner stages of pubertal development or obtain biologi-
cal markers of puberty and examine data for any potential
influence of pubertal changes.

2.5.5 Adolescents (12 to 16–18 years (dependent
on region))

This is a period of sexual maturation; medicinal products
may interfere with the actions of sex hormones and im-
pede development. In certain studies, pregnancy testing
and review of sexual activity and contraceptive usemay be
appropriate.
This is also a period of rapid growth and continued neu-

rocognitivedevelopment.Medicinalproductsandillnesses
thatdelayor accelerate theonsetofpuberty canhaveapro-
found effect on thepubertal growth spurt and, by changing
thepatternof growth,may affect final height. Evolving cog-
nitive and emotional changes could potentially influence
the outcome of clinical studies.
Many diseases are also influenced by the hormonal

changes around puberty (e.g., increases in insulin resis-
tance in diabetes mellitus, recurrence of seizures around
menarche, changes in the frequency and severity of mi-
graine attacks and asthma exacerbations). Hormonal
changes may thus influence the results of clinical studies.
Within this age group, adolescents are assuming respon-

sibility for their own health and medication. Noncompli-
ance is a special problem, particularly when medicinal
products (for example, steroids) affect appearance. In clin-
ical studies compliance checks are important. Recreational
use of unprescribed drugs, alcohol and tobacco should be
specifically considered.
The upper age limit varies among regions. Itmay be pos-

sible to includeolder adolescents inadult studies, although
issuesof compliancemaypresentproblems.Given someof
the unique challenges of adolescence, it may be appropri-
ate to consider studying adolescent patients (whether they
are to be included in adult or separate protocols) in cen-
ters knowledgeable and skilled in the care of this special
population.

2.6 Ethical issues in pediatric studies

The pediatric population represents a vulnerable sub-
group. Therefore, special measures are needed to protect
the rightsofpediatric studyparticipants and to shield them
fromundue risk. The purpose of this section is to provide a
framework to ensure that pediatric studies are conducted
ethically.
To be of benefit to those participating in a clinical study,

as well as to the rest of the pediatric population, a clini-
cal study must be properly designed to ensure the qual-
ity and interpretability of the data obtained. In addition,
participants in clinical studies are expected to benefit from
the clinical study except under the special circumstances
discussed in ICH E6, section 4.8.14.



Manual for Research Ethics Committees 427

2.6.1 Institutional Review Board/Independent Ethics
Committee (IRB/IEC)

The roles and responsibilities of IRB’s/IEC’s as detailed in
ICH E6 are critical to the protection of study participants.
When protocols involving the pediatric population are re-
viewed, there should be IRB/IECmembers or experts con-
sulted by the IRB/IEC who are knowledgeable in pediatric
ethical, clinical, and psychosocial issues.

2.6.2 Recruitment
Recruitment of study participants should occur in a man-
ner free from inappropriate inducements either to the
parent(s)/legal guardian or the study participant. Reim-
bursement and subsistence costs may be covered in the
context of a pediatric clinical study. Any compensation
should be reviewed by the IRB/IEC.
When studies are conducted in the pediatric population,

an attempt should be made to include individuals repre-
senting the demographics of the region and the disease
being studied, unless there is a valid reason for restricting
enrollment.

2.6.3 Consent and assent
As a rule, a pediatric subject is legally unable to provide
informed consent. Therefore pediatric study participants
are dependent on their parent(s)/legal guardian to as-
sume responsibility for their participation in clinical stud-
ies. Fully informed consent should be obtained from the
legal guardian in accordance with regional laws or regu-
lations. All participants should be informed to the fullest
extent possible about the study in language and terms they
are able to understand. Where appropriate, participants
should assent to enroll in a study (age of assent to be de-
termined by IRB’s/IEC’s or be consistent with local legal
requirements). Participants of appropriate intellectualma-
turity should personally sign and date either a separately
designed,written assent formor thewritten informed con-
sent. In all cases, participants should be made aware of
their rights to decline to participate or to withdraw from
the study at any time. Attention should be paid to signs
of undue distress in patients who are unable to clearly
articulate their distress. Although a participant’s wish to
withdraw from a study must be respected, there may be
circumstances in therapeutic studies for serious or
lifethreatening diseases in which, in the opinion of the
investigator and parent(s)/legal guardian, the welfare of a
pediatric patient would be jeopardized by his or her fail-
ing to participate in the study. In this situation, continued
parental (legal guardian) consent should be sufficient to
allow participation in the study. Emancipated or mature

minors (defined by local laws) may be capable of giving
autonomous consent.
Information that can be obtained in a less vulnerable,

consenting population should not be obtained in a more
vulnerable population or one in which the patients are un-
able to provide individual consent. Studies in handicapped
or institutionalizedpediatricpopulationsshouldbelimited
to diseases or conditions found principally or exclusively
in these populations, or situations in which the disease or
condition in these pediatric patients would be expected
to alter the disposition or pharmacodynamic effects of a
medicinal product.

2.6.4 Minimizing risk
However important a study may be to prove or disprove
the value of a treatment, participants may suffer injury as
a result of inclusion in the study, even if the whole com-
munity benefits. Every effort should bemade to anticipate
and reduce known hazards. Investigators should be fully
aware before the start of a clinical study of all relevant pre-
clinical and clinical toxicity of the medicinal product. To
minimize risk in pediatric clinical studies, those conduct-
ing thestudyshouldbeproperly trainedandexperienced in
studying thepediatricpopulation, including theevaluation
andmanagement of potential pediatric adverse events.
In designing studies, every attempt should be made to

minimize the number of participants and of procedures,
consistent with good study design. Mechanisms should be
in place to ensure that a study can be rapidly terminated
should an unexpected hazard be noted.

2.6.5 Minimizing distress
Repeated invasive procedures may be painful or frighten-
ing. Discomfort can be minimized if studies are designed
and conducted by investigators experienced in the treat-
ment of pediatric patients.
Protocols and investigations should be designed specif-

ically for the pediatric population (not simply re-worked
from adult protocols) and approved by an IRB/IEC as de-
scribed in section 2.6.1.
Practical considerations to ensure that participants’ ex-

periences in clinical studies are positive and to minimize
discomfort and distress include the following:
� Personnel knowledgeable and skilled in dealing with the
pediatric population and its age-appropriate needs, in-
cluding skill in performing pediatric procedures

� A physical setting with furniture, play equipment, activi-
ties, and food appropriate for age

� The conduct of studies in a familiar environment such as
the hospital or clinicwhere participants normally receive
their care
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� Approaches to minimize discomfort of procedures, such
as:
- Topical anesthesia to place IV catheters
- Indwelling catheters rather than repeated venipunc-
tures for blood sampling

- Collection of some protocol-specified blood samples
when routine clinical samples are obtained

IRB’s/IEC’s should consider how many venipunctures
are acceptable in an attempt to obtain blood samples for
a protocol and ensure a clear understanding of proce-
dures if an indwelling catheter fails to function over time.
Theparticipant’s right to refuse further investigational pro-
cedures must be respected except as noted in section
2.6.3.
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Guidelines for researchers and for ethics committees
on psychiatric research involving human

participants – executive summary

Royal College of Psychiatrists
July 2001

1 The responsibility for the ethical conduct of research
rests firmly on the principal investigator.

2.1 Inconsideringwhetheraprocedure is researchornot,
LRECs and researchers are referred to the Royal College of
Physicians (1996) guidelines, paragraph 6.4.

“Thedistinctionbetweenmedical researchand innovativemedical

practice derives from the intent. In medical practice the predomi-

nant intent is to benefit the individual patient consulting the clini-

cian, not to gain knowledge of general benefit, though such knowl-

edge may emerge from the clinical experience gained. In medical

research the primary intention is to advance knowledge so that

patients in general may benefit: the individual patient may or may

not benefit directly.”

2.2 It is in the interests of everyone that high quality re-
search should be fostered and supported. Ethics Commit-
tees (throughout the report, “Ethics Committees” refers to
“Research Ethics Committees dealing with human partic-
ipants”) need to check that the research they approve is
of adequate quality. Because of the immense value of re-
search, it is unacceptable that individuals from any seg-
ments of the population be disallowed by virtue of their
beingmembersof thatgroupfromparticipation inresearch
that isnecessary to improve theunderstandingofdisorders
from which they are particularly likely to suffer. The diffi-
culties that must be faced in this connection with groups
whose capacity to consent is limited are considered fur-
ther below in paragraph 5. Nevertheless, it is a basic ethical
principle that psychiatric patients, like all other patients,
must be able to benefit from the fruits of research and,
hence, theymust have the opportunity to participate freely
in sound research.

2.3 Ethics Committees should be required to assess the
levels of risk inall research that they reviewand they should

c© Royal College of Psychiatrists.

not approve projects in which the risk is regarded as exces-
sive when considered in the light of all the circumstances,
andof thepotential benefits.With research regardedby the
Ethics Committee as within an acceptable risk level, there
is the additional requirement that all participants should
be adequately informed about the nature of research, its
possible risks and potential benefits, so that they can make
up their own minds, on an informed basis, with respect to
whether or not they are willing to take part in the study.

2.4 Ethics Committees should refuse to approve research
where the funding body is of a kind that raises serious
doubts about its track record on abuses of research find-
ings.

2.5 Ethics Committees should require applicants to state
whether the Funding Body (or any other interested party)
places any constraints on publication. If any such con-
straints exist, the Ethics Committee must satisfy itself that
they are reasonable in type and degree, that they are ex-
plicit and time-limited, and that they do not involve risk of
censorship or distortion of findings or prevention of pub-
lication.

3.1 All research that involves human subjects directly or
indirectly, and that is undertaken by the staff of any dis-
cipline (paid or honorary or emeritus) of an institution,
comes within the remit of its relevant Ethics Committee,
irrespective of whether or not the participants are its pa-
tients, and irrespectiveofwhere the research isundertaken.
Similarly, irrespective of who undertakes the research, all
research that involves the institution’spatients, clients, stu-
dents or staff as participants in the research falls within the
Ethics Committee remit.

3.2 Routine clinical audit based solely on perusal of
records must be conducted in an ethical manner and it is
the responsibility of Ethics Committees to ensure that this
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is the case. This will require their obtaining written details
of the procedures to be followed. It is up to the committee
to decide whether to delegate this responsibility to some-
one acting on their behalf (such as the Clinical Director),
or to consider the procedures in committee. Either way,
however, the ultimate responsibility lies with the Ethics
Committee and it is their duty to ensure that the necessary
ethical needs have been met. Patient information sheets
and consent forms should not be required for such case
note audit and, once a set of procedures has been agreed, it
should not be necessary to reconsider the procedures until
it is proposed to change them.

Research into audit that involves any form of new infor-
mation from patients or staff (such as by questionnaire or
interview),orany formof intrusion into routineprocedures
(such as by video- or audio-tape recording or observation
by researchers), or any form of participation in a compar-
ison of procedures (whether or not by random allocation)
should be subject to the same form of individual applica-
tion required for other research applications to the Ethics
Committee. Patient information and consent forms should
ordinarily be required.

3.3 As with any other type of research involving human
subjects, approval of research using records and archived
samples must be sought from the appropriate Ethics Com-
mittee which will need to consider the usual ethical issues
with respect topurposes, reputabilityof researchers, lackof
inappropriate constraints on publication, source of fund-
ing and the other matters outlined in this document. In ad-
dition, as also recommended by the Royal College of Physi-
cians (1999), theEthicsCommittee shouldhave specifically
agreed to exempt the research from the general require-
ment for individual consent from each research subject.
In that respect, our recommendation on research using
records and archived samples follows the same principles
as those that apply to clinical audit.

3.3a Individual consent should not be necessary for
group analyses of anonymised data but the Ethics Com-
mittee should ensure that the required anonymisation has
been achievedbefore the data aremade available. Custodi-
ans of pooled data sets should have their own Ethics Com-
mittees to review applications for use of those sets.

3.3b Individual consent shouldnotbenecessary for anal-
yses of personalized records provided that no contact with
participants is envisaged, that access to records is con-
trolled by a custodian (who must not be the investigator)
who has the responsibility for checking the details of what
is proposed, and that no data will be published that could
directly or indirectly identify individuals.

3.3c Archived data may be used without individual con-
sent to trace individual patients or volunteers in order to
ask if they are willing to participate in a study. However, the
planned study must have received ethical approval and all
the usual expectations of individual informed consent ap-
ply to participation in any aspect of the research required
for individual contact or new information/samples from
individuals.

3.3d The use of personal records for tracing, when the
records are not themselves the basis for identification of
potential participants in research, should be dealt with in
the same way as the use of archived records for tracing. For
this to be generally possible, the legal acceptability of this
procedureunderDataProtectionruleswillhave tobemade
explicit. Ethics Committees should ensure that the method
of tracing to be used is discrete (see paragraph 4.13).

3.4 LRECsand researchers shouldbeawareof the contin-
ued ethical and legal relevance of the therapeutic vs. non-
therapeuticdistinctionasembodied inanumberofcurrent
guidelines. However, rather than relying on the distinction
as made, they should assess each research project on its
merits according to the general principles outlined above,
having regard in particular to the risks & benefits to po-
tential participants. We recommend that steps should be
taken to remove the distinction between therapeutic and
nontherapeutic research.

3.5 Each research proposal should be assessed on an in-
dividual basis with respect to its individual merits and
risks. The details of all procedures should be considered
with regard to their possible intrusiveness, invasiveness,
or distress-provoking properties in relation to the target
group of participants. Researchers should be expected to
have taken appropriate steps to keep all of these poten-
tially negative features to a minimum.

3.6 Allpilot studies, atall stagesandofall kinds, fallwithin
the remit of the Ethics Committees. It is acceptable, how-
ever, for the early stages of pilot work to proceed with-
out formal application provided that a second opinion (by
someone approved by the Committee to act on its behalf)
is obtained and that the view is taken that the risks are triv-
ial (as likely to be viewed by participants), that the study is
being ethically undertaken, and that satisfactory informed
consent is being obtained from all participants.

3.7 Ethics Committees should be prepared dispassion-
ately to investigate any complaints over possibly unethical
practice in relation to any research falling within their area
of responsibility.
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3.8 It is the responsibility of Ethics Committees to en-
sure that appropriate mechanisms for dealing with con-
cerns over possible fraud are available and are operated in
a fair and efficient manner.

4.1 Ethics Committees must consider the scientific qual-
ity of the study they are asked to approve, and the adequate
provision of expert advice within the research team on the
handling of risk situations. Thedegree of scientific scrutiny
should be proportionate to the risks involved. Untoward
incidents arising during the course of a study should be
reported to the Ethics Committees, as a matter of routine.

4.2 A person’s clinical care should not be affected by their
unwillingness to take part in a study, or their withdrawal
from the study during its course. No reason for nonpartic-
ipation or withdrawal need be given. The Ethics Commit-
tee needs to determine that, in these circumstances, it is
practical for normal care to be provided. Participation in
a study, similarly, should not result in a person receiving
a worse standard of care than ordinarily expectable; the
Ethics Committee should determine that the research de-
sign will not have that adverse effect.

4.2a Comparison groups are an essential part of research
designs to evaluate the efficacy of treatment. When a treat-
mentknowntobeeffective isordinarilyavailable, this treat-
ment should usually be chosen as the comparison for the
new treatment being investigated; this is both scientifically
and ethically appropriate. Placebo controls may, however,
be justified and ethically acceptable if the science require
it and their use is not against the best interests of the indi-
vidual.

4.2b Therapeutic trials must be undertaken with atten-
tion to the necessary steps required to provide adequate
assessment of risks andbenefits. Trialsmust be terminated
when findings show either that a treatment is ineffective or
that it is associated with an unacceptable risk of harm. For
the latter to be apparent, there must be systematic moni-
toring of untoward effects; these must be reported to the
Ethics Committee.

4.3 It is reasonable that participants in research should
be reimbursed for their time, expenses and inconvenience.
Ethics Committees, however, need to ensure that the pay-
ments are not at such a high level that they constitute an
inducement to participate.

4.4 The guideline on payment to researchers is the same
as that on payment to participants.

4.5 Participants should not be included without their
knowledge or agreement in a study involving personal

contact (see paragraphs 3.3 re the exceptions with respect
togroupanalysesofarchiveddata).Ordinarily,participants
must also be informed about the purposes of the research
in which they are being asked to participate. There are oc-
casional cases in which the essence of the scientific design
requires a degree of deception. Such research needs to be
carefully considered with regard to its ethical acceptabil-
ity, but it may be acceptable if scientifically essential and
if there is appropriate debriefing at the conclusion of the
experiment.

4.6 All personal medical information belongs to the pa-
tientwhohas the right to refuse for this information (either
with respect to participation in a study or to findings from
the research) to be passed on to his/her medical carer un-
less the safety of others is in jeopardy (see paragraph 4.8).
If such refusal constitutes a sufficient danger to the partic-
ipant (because of other treatments given in ignorance of
the research intervention), it would be unethical to put the
patient at risk by inclusion in the study.

4.7 Acceptable research governance requires that re-
search teams have agreed procedures for minimizing the
risks to staff involved in the research.

4.8 Research findings, like clinical findings, should in all
ordinary circumstances be regarded as confidential and
should not be passed on to others without the participant’s
explicitpermission.Thereare,however, rarecircumstances
inwhich the law (and/or good clinical and ethical practice)
requires that confidentiality be breached. The criteria for
whenthis rareoccurrencecanbeconsidered toariseare the
same in research as in clinical practice. When the nature of
the research means that it is likely that findings could have
implications for other family members, this contingency
should be discussed at the point of obtaining informed
consent, with the aim of obtaining agreement for disclo-
sure.

4.9 All researchers working directly with children should
have a police check for crimes relating to children before
starting such work.

4.10 Researchers should be strongly encouraged to pro-
vide feedback to participants on the general findings and
implications of research in which they have participated.

4.11 When research involves clinically valid assessments
relevant for individual diagnosis, it shouldbe expected that
participants will be informed on all findings that have sub-
stantial medical significance for them as individuals. This
must be done by someone who understands the clinical
implications of the findings and the information must be
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given in a clinically sensitive manner. However, when the
findings are of unknown significance or when they have
meaning only at a group level, feedback should not be ex-
pected. For studies from which the findings are likely to be
of this kind, the information sheet should be explicit that
individual feedback will not be provided.

4.12 Research data should be subject to the same safe-
guards on security and confidentiality as clinical data. The
custodianshipof thedatashouldbetheresponsibilityof the
named lead researcher for the study that collected the data
initially but, given appropriate safeguards, the data may be
sharedwith collaborating researchers under the concept of
extended confidentiality.

4.13 Researchers need to be aware that letters and tele-
phonecalls topotentialparticipants, especiallywhenusing
addresses and telephone numbers that may no longer be
applicable, may be intercepted by third parties. This pos-
sibility requires attention to the need to avoid initial com-
munications that, implicitly or explicitly, include personal
information that could inadvertently provide a breach of
confidentiality.

4.14 Informedconsentmust beobtained if it is envisaged
that a portion of a biological sample obtained for a clinical
purpose may also be used for research.

4.15 Ethics Committees should emphasize to their orga-
nizations and to the applicants asking for ethical approval
of studies the need to avoid undue overload on research
participants.

4.16 It is good research (and ethics) practice to consult
members of the community to be studied when planning
studies.Asappropriate tothe individualstudy,suchconsul-
tationmight involveconsumers,professionals, community
members or ethnic/religious groups.

5.1 Ordinarily, it is necessary that potential participants
actively opt in to a study. Opt-out procedures with respect
to parents consenting on behalf of children may be ethi-
cally acceptable, however, for large scale studies involving
routine type procedures carrying no significant risk so long
as certain safeguards are provided and the details of what
is proposed have been approved by the appropriate Ethics
Committee. Itwill alwaysbenecessary for thechildrentobe
givenappropriate information, for themtogiveorwithhold
their consent, and their refusal should be accepted.

5.2 Participants should ordinarily have the right to de-
cide for themselves whether or not they wish to participate
in a study, and professionals should not have the right to

refuseaccesswhenthepotentialparticipant isknowntothe
researcher through some other route. An exception arises
when the patient is currently under active treatment and
the carer considers that the research could jeopardize the
care being provided.

5.3 Researchers have a responsibility to ensure that all re-
spondents have a clearly written, readily understandable,
information sheet that is explicit on the purpose of the
study, the procedures involved, what is required of the par-
ticipants, details of the lead researcher and contact person,
any significant risks, and the right to decline to take part
(or to withdraw during the study) without giving a reason
and without detriment to normal treatment.

5.4 Ordinarily, a written consent should be obtained; this
should specify that the information sheet has been given,
read and understood, and that what is involved has been
explained to the satisfaction of the participant.

5.5 Scrupulouscaremustbe takenbyresearchers toavoid
undue influence on potential participants to agree to take
part in research. Attention is particularly necessary with
respect to payments to participants, the dangers of pres-
sure implicit in hierarchical relationships, and the pres-
sures (and opportunities) that may be perceived by de-
tained persons.

5.6 Thecapacity togiveconsent is task-andtime-specific,
it constitutes a graded dimension of understanding, and it
is something that can be influenced to some degree. Re-
searchers should seek to help respondents achieve the ca-
pacity needed for the specific decision needed. Although,
legally, a categorical decision on whether a person is com-
petent togiveconsent is required, individualswhosecapac-
ity falls below that level should be helped to understand
what is involved and to participate in decision-making.
Ethics Committees should satisfy themselves that the ma-
terials and process used to facilitate understanding are
adequate.

5.6a It is good research practice to engage children in the
decision-making process even when they lack the capacity
to give consent. The issues with respect to assessing ca-
pacity outlined in paragraph 5.6 apply to children. Parents
should be able to authorize children’s participation in re-
search provided it presents no more than minimal risks. If
the research involves risks that are greater than minimal,
it could be ethically acceptable if the scientific need is suf-
ficiently great, specifically applies to children, and could
not be met with research on competent adults. A strong
case would need to be made in this circumstance and, in



Manual for Research Ethics Committees 433

addition to parental assent, it would be essential for there
to be unambiguous support from an independent profes-
sional with respect to both scientific needs and ethical ac-
ceptability. With procedures that are more intrusive than
required for ordinary clinical care, a child’s refusal should
be accepted as a sufficient reason not to proceed, irrespec-
tive of parental consent.

5.6b No individuals should be disqualified by virtue of
their group membership from participating in research (as
a result of incompetence to give consent or other reason)
that could be of benefit in relation to the disease, disor-
der, or disability from which they suffer. It is ethically ac-
ceptable to proceed without personal informed consent
provided that a specified set of conditions has been met.
These include therelevanceof the research, the fact that the
research cannot be undertaken with validity in less vulner-
able groups with the same disorder, the assent of the indi-
vidual’s closest relative or cohabiting partner, the support
of both the person’s professional carer and an independent
clinician, minimal risks, and approval by the appropriate
Ethics Committee. However, as with children, the patient’s
refusal should be accepted as sufficient reason not to pro-
ceed irrespective of other consents.

5.6c It is ethical to waive consent in the study of emer-
gency treatments for life-threatening situations affecting
individualswho are incompetent to give consent, provided
the principles outlined in paragraph 5.6b have been fol-
lowed. The specifics in such emergency situations differ,
however, in two respects. It is acceptable to proceed with-
out theassentof a relative if that cannotbeobtained in time
(but not ethical to proceed in the face of a relative’s objec-
tion); and the risk-benefits should be judged in relation
to those associated with existing treatments or outcomes
(rather than minimal risks in an absolute sense). In plan-
ning research that deals with these circumstances, there
should be appropriate consultation with the relevant user
groups (see paragraph 4.16).

5.6d Active steps shouldbe taken tohelp individualswith
learning difficulties to achieve sufficient understanding for
themtogive informedconsent. Evenwhen this isnotpossi-
ble, the individuals should be helped to be involved in the
decision-making process. When the competence to give
consent is lacking, research may be ethically acceptable if
it is relevant to learningdifficulties, it isnotagainst the indi-
viduals best interests, it does not intrude unreasonably on
the person’s privacy or freedom of action, appropriate as-
senthasbeenobtainedfromacloserelative, theprocedures
have been approved by an independent professional, the
studyhasthesupportofrelevantusergrouprepresentatives

and the study as awhole has been approvedby the relevant
Ethics Committee.

5.6e There are risks of perceived covert coercion if staff
and students who are in a hierarchical relationship with
the researcher are approached to volunteer to participate
in research. It is usually desirable to avoid the use of such
groups in research and, if their use is needed, there must
be a reasoned case included in the Ethics Committee ap-
plication; this must specify how the coercion concern will
be dealt with.

5.6f For detained patients the general principles of 5.6
apply, but especial care is needed to ensure that there is
no possibility of perceived coercion and that an indepen-
dent professional opinion has been obtained. For research
ondetainedpatients tobe ethically acceptable, the focusof
the researchmustbe relevant for theirdisorders, itmustnot
be possible for the research to be undertaken in a valid and
generalizable fashion with less vulnerable groups, it must
not be against their individual best interests, andparticular
care must be taken to ensure that the informed consent is
real. Ordinarily, too, it should be expected that the research
procedures should be noninvasive. Invasive research may
be ethically acceptable but particularly strong justifica-
tion with respect to risk benefits would be essential (see
paragraph 5.6a).

5.6g For prisoners, the same general principles as those
outlined for detained patients apply with respect to pos-
sibly perceived coercion but in most cases there is not
the same issue with respect to competence. In the few in-
stances where that is relevant, a comparable set of pro-
cedures should be followed at the individual level. When
competence is not in doubt, the main concern is to ensure
that the research, and the procedures of obtaining con-
sent, provide adequate protection to the individual. Ethics
Committees should consider whether, given the nature of
a particular study, independent advice should be sought
regarding the ethical acceptability of the study.

6.1 Uniformity should be sought on expectations regard-
ing which studies need to be submitted to Ethics Commit-
tees. The legal implicationsof disregardingEthicsCommit-
tee decisions should also be clarified.

6.2 Committee membership should reflect the range of
research and clinical skills relevant to the applications that
they consider, the range of disciplines involved in the case
of patients with disorders in the field covered, and should
includeboth laymembers andpeoplewho reflect the inter-
ests of patients and their families. It is highly desirable that
the Chair or Vice Chair be a lay person. Sufficient experts
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in clinical and research aspects of mental health should be
included in the membership of Committees to cover the
range of research topics they are likely to have to deal with.

6.3 Ethics Committees should have a properly resourced
professional administration.

6.4 Attention should be paid to the design of application
forms to ensure that all necessary details of the study and
ethical issues are provided in a standard way.

6.5 Ethical review of studies must include an appropri-
ate degree of scientific scrutiny and continuation of ethical
approval should be made contingent on the researchers
providing information on any changes in design, funding,
or personnel involved.

6.6 Studies of nonpatient samples or samples of patients
obtained from registers separate from local centres should
ordinarily be considered by the appropriate local ethics
committee, rather than being passed on to a multicentre
ethics committee. When research involves several centres
(but below the number requiring referral to a multicentre

committee), the relevant local Ethics Committees should
decideonwhichoneshould take the lead,with theexpecta-
tion that the other committees would accept their decision
unless there were some special additional considerations
to be taken into account.

6.7 Formal declaration of potential conflicts of interest
should be expected of all members of Ethics Committees
and, if these create a possible problem in relation to in-
dividual applications, affected members should withdraw
during their discussion.

Reproduced by permission of the Royal College of Psychi-
atrists.

The full text is available from
Publications Department
Royal College of Psychiatrists
17 Belgrave Square
London SW1X 8PG

Tel: 020 7235 2351
Fax: 020 7245 1231
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The ethical conduct of research on the mentally incapacitated

Medical Research Council

Working Party on Research on the Mentally Incapacitated
Published December 1991 – (Reprinted August 1993)

Introduction

The Working Party on Research on the Mentally Incapac-
itated was established by the Medical Research Council
(MRC) in July 1988.1 The Council proposed the following
terms of reference:
(i) to consider the adequacy or otherwise of existingMRC

statements and the published guidance from other
bodies about the conduct of non-therapeutic research
investigations in the special circumstances of research
on the mentally incapacitated;

(ii) to consider whether, in the light of (i), the Council
should formulate new guidance, and if so prepare ad-
vice on the ethical conduct of researchon thementally
incapacitated taking account of the existing guidance
andsupplementing, extendingandmodifying itwhere
necessary;

(iii) to make recommendations to the Council.

The Working Party membership was as follows:

Mrs Renee Short (Chairman)
Dr J L T Birley
Mr I C Dodds-Smith
Professor R E Kendell
Mr W H Wells
Professor J K Wing

This is no longer applicable in Scotland following the introduction

of the Adults with Incapacity (Scotland) Act in 2000.

c© Medical Research Council.

The Working Party submitted its report to the Council in
July 1991. The Council endorsed its recommendations and
agreed that its report should be published.

1 Background

1.1 The Council’s general stance on ethical matters is set
out in the Statement first published in the Council’s An-
nual Report for 1962–63 (Cmnd 2382) and subsequently
reprinted as a booklet ‘Responsibility in Investigations on
Human Subjects’.

1.2 In the years which followed publication of the Coun-
cil’s Statement, other bodies have taken an interest in the
ethical conduct of medical research In 1984 the Coun-
cil formally consulted the Royal College of Physicians of
London (RCP), the then Department of Health and Social
Security (DHSS) and Sir Douglas Black (as an independent
adviser) and reached the view that the leadership in ethical
mattershadnowpassed, rightlyandproperly, to theprofes-
sion. Specifically, theRCP’s 1984booklet ‘Guidelines on the
Practice of EthicsCommittees inMedical Research’ (subse-
quently revised in1990) couldbe regardedas anup-to-date
andpractical expressionof theprinciplesfirstpromulgated
by theCouncil in its 1962–63StatementTheCouncil sawno
pressing need to consider revising the 1962–63 Statement
at that stage.

1.3 In the course of a wide ranging discussion of ethical
issues in 1987, Council again endorsed the general princi-
ples contained in the 1962–63 Statement but agreed that a
succession of recent events had made it timely to consider
whether to say more on some of the difficult issues facing
thoseengaged inclinical research, inparticular researchon
children and on the mentally incapacitated. Council there-
fore agreed to establish two Working Parties to advise on
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research on each of these groups. Explicit in the decision to
seek this advice was the realisation that the guidance on
suchresearchgiven in theCouncil’s 1962–63Statementwas
now out of line with that given by other reputable bodies,
and with accepted good practice in clinical research.

1.4 One important development since the Council’s 1962–
63 Statementhasbeen the establishment of Local Research
Ethics Committees (LRECs) Advice on the constitution and
role of such Committees was published in 1973 by the RCP
andsubsequentlyupdated in1984and1990 (seeparagraph
1 2) In 1975 the then DHSS issued a circular (HSC(15)153)
urging all health authorities to ensure that research con-
ducted under their auspiceswas subject to ethical review It
is now accepted that any medical research project involv-
ing human subjects must be submitted for approval to the
appropriate LREC, the Council’s own rules governing pro-
gramme and project grants have for some years required
all such applications to have prior LREC approval (and that
of all relevant LRECs in the case of multicentre studies).
There are similar requirements in respect of directly sup-
ported research. In 1991 the Department of Health intends
to issue a further circular on LRECs to Health Authorities
(now published). This includes guidance on the issue of
consent to research in general, and in the special circum-
stances of research involving mentally incapacitated peo-
ple. The content of these and other relevant guidelines is
discussed in section 5 below.

2 Method of working

2.1 We met on 5 occasions; at our first meeting we agreed
that as the question of consent (see 3.2.1) was central to
our task, our advice might be more helpful to the Council if
ourproposed termsof referencewerebroadenedto include
all forms of research. We therefore deleted the term ‘non-
therapeutic’.

2.2 Inaccordancewithour termsof referencewe tookwrit-
ten and oral evidence from a number of organisations and
fromvarious individuals, both in theirownrightandas rep-
resentatives of professional bodies. We are grateful to the
then President of the RCP for an early sight of drafts of the
College’s1990reporton ‘ResearchInvolvingPatients’andof
their 1990 ‘Guidelines on thePracticeof EthicsCommittees
in Medical Research Involving Human Subjects’. We regard
both as providing valuable and up-to-date advice. We did
notconsider itappropriate togooverall thegroundcovered
in these and other recent documents discussing the gen-
eralethical issuessurroundingmedical research,our report
and recommendations should be read in the context of the

advice offered by the RCP and other authoritative bodies.
We recommend that theCouncil should continue to review
its stance on ethical matters both generally and in relation
to specific issues at regular intervals to ensure that it takes
appropriate account of contemporary public and profes-
sional opinion.

2.3 The issues we considered had much in common with
those being considered by the Council’s Working Party on
ResearchonChildren.Oneofourmemberswasalsoamem-
ber of that Working Party and was therefore able to keep
each group informed of the other’s progress. Communica-
tion between the working Parties was further enhanced by
the exchange of minutes and draft reports, and by discus-
sions between the legal experts We were from the outset
fully aware of the legal problems associated with research
in this area;we chose to concentrate in the first instance on
defining the ethical issues and only then considered the le-
gal position. This was somewhat clarified but by no means
resolved by a recent judgement by the House of Lords (see
7.2.1 below).

3 Definitions

3.1 Mental incapacity

3.1.1 We agreed that for our purposes mental incapacity
should be defined as incompetence to give consent. Vari-
ous categories of person are included in this definition; we
are primarily concerned with the mentally ill, the mentally
handicapped, thedemented and theunconscious. Someof
these persons will never have the capacity to give consent,
some will lose it irrevocably and in some it will be present
at times but not at others.

3.2 Consent

3.2.1 Seeking the consent of an individual to participa-
tion in research reflects the right of that individual to self-
determination and also his fundamental right to be free
from bodily interference whether physical or psychologi-
cal. These are ethical principles recognised by English law
as legal rights. We identified three elements to consent in
its broadest sense – the information given, the capacity to
understand it and the voluntariness of any decision taken.

3.2.2 At the most basic level, failure to supply information
about the nature and purpose of what is proposed may
lead to a claim that the interference with the research sub-
ject’s body constitutes a trespass to person. Thus it should
be made clear to the subject that he is being invited to
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participate in research even if what is proposed is part of
normal treatment. If apersonthenfreelyconsents thatcon-
sent is realprovidedtherehasbeennomisrepresentationof
the facts.However, additional information, for instance, on
possible risks andalternatives is required in a suitable form
before it can properly be said that the researcher has fully
discharged his general duty to put the subject in a position
tomakea rational judgement aboutwhether toparticipate.

3.2.3 Whether a person has the capacity to understand the
information depends on the ability to comprehend the na-
ture and purpose of any course of action and the short and
long-term risks and benefits of what is proposed. An indi-
vidual may be in a position to consent to take part in some
studies but not others: capacity to consent will depend not
only on the nature of the research itself but also on the
nature of the explanation.

3.2.4 Consent must also be voluntarily given and therefore
must not be obtained through either implicit or explicit
coercion.

3.3 Therapeutic and non-therapeutic research∗

∗Note: therapeutic research is here used as an umbrella
term to cover research not only on the treatment of dis-
ease but also on its prevention (eg, by vaccination) and on
diagnostic procedures.

3.3.1 The primary intention of all medical research is to
acquire knowledge that will be of benefit to humanity as a
whole– toallwhoareormaybecomeill.Althoughanumber
of our expert witnesses used terms such as ‘unproblematic
and problematic’ research or ‘single and dual intention’ re-
search we have preferred to retain the more usual usage of
therapeutic andnon-therapeutic research. Therapeutic re-
search is directly concerned with treatment and thus offers
the possibility of immediate benefit to participants. Direct
benefit toparticipants innon-therapeutic research iseither
unlikely or long delayed.

3.3.2 As the Council’s 1962–63 Statement recognised, it
may initiallybedifficult tomakeacleardistinctionbetween
innovative therapeuticproceduresandresearch.Neverthe-
less, at some stage such procedures must be subjected to
disciplined investigation.

4 The position set out in the council’s 1962–63
statement

4.1 As part of our terms of reference we considered it nec-
essary to offer some comments on the guidance contained

in the Council’s 1962–63 Statement on consent, these we
have appended to this report.

4.2 TheCouncil’s 1962–63Statementdoesnotuse the term
‘mental incapacity’ but includes reference to the ‘mentally
subnormal’ and the ‘mentally disordered’. Nor does it use
the terms ‘therapeutic’ and ‘non-therapeutic’ research, it
does, however, make a distinction between ‘procedures
contributing to the benefit of the individual’ and ‘proce-
dures not of direct benefit to the individual, These two cat-
egories correspond broadly to those we have defined as
therapeutic and non-therapeutic research.

4.3 In relation to procedures contributing to the benefit
of the individual (ie, therapeutic research) the Statement
does not explicitly address the question of adults unable to
consent.

4.4 The Statement is clear about the requirements for the
inclusion of those unable to consent in procedures which
are not of direct benefit to them (ie, non-therapeutic re-
search). Any person taking part in such procedures must
volunteer ‘in the full sense of the word’. The Statement
reads:

“It shouldbeclearlyunderstoodthat thepossibilityorprob-
ability that a particular investigation will be of benefit to
humanity or to posterity would afford no defence in the
event of legal proceedings. The individual has rights that
the law protects and nobody can infringe those rights for
the public good In investigations of this type it is, there-
fore, always necessary to ensure that the true consent of
the subject is explicitly obtained.”

“When trueconsent cannotbeobtained,procedureswhich
areofnodirectbenefit andwhichmight carry a riskofharm
to the subject should not be undertaken.”

5 Other guidance on research on mentally
incapacitated people

5.1 The Declaration of Helsinki, drawn up by the World
Medical Association in 1964 and revised by the World
Medical Assembly in 1975 and 1983, states that freely given
informed consent should be obtained from those partic-
ipating in any medical research but that “where physical
or mental incapacity makes it impossible to obtain in-
formed consent . . . permission from the responsible rela-
tive replaces that of the subject in accordancewithnational
legislation”. This statement is not of much assistance to re-
searchers in the UK where the law does not recognise as
effective the proxy consent of a relative other than in the
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case of consent on behalf of a minor by a parent or a legally
appointedguardian,orby someotherpersonhavingacare,
custody or residence order.

5.2 In 1990 the Committee of Ministers of the Council of
Europe issued a Recommendation (No.R(90)3) to Govern-
ments of member states to adopt legislation or measures
to ensure implementation of a set of principles concerning
medical research on human beings. Principle 3 includes
the statement that “No medical research may be carried
out without informed, free, express and specific consent of
the person undergoing it.” Principles 4 and 5 state:

Principle 4

A legally incapacitated person may only undergo medical
research where authorised by Principle 5 and if his legal
representative, or an authority or an individual authorised
ordesignatedunderhisnational law, consents. If the legally
incapacitated person is capable of understanding, his con-
sent is also required and no research may be undertaken if
he does not give his consent.

Principle 5

1. A legally incapacitated person may not undergo medi-
cal research unless it is expected to produce a direct and
significant benefit to his health.

2. However, by way of exception, national law may autho-
rise research involvinga legally incapacitatedpersonwhich
is not of direct benefit to his health when that person offers
no objection, provided that the research is to the benefit of
persons in the same category and that the same scientific
results cannot be obtained by research on persons who do
not belong to this category.”

5.3 In July 1990 the European Commission issued guide-
lines, preparedby theCommittee forProprietaryMedicinal
Products, on Good Clinical Practice for Trials on Medicinal
Products in theEuropeanCommunity. These guidelines do
not yet have statutory force in the UK, but it is proposed to
requireallmember states tomake thempartofnational law
and it appears likely that theywill represent national lawby
1992. The guidelines cover a number of issues from ethics
committees to consent in trials of medicinal products.

Paragraph 1.13 states:

“If the subject is incapable of giving personal consent (eg, uncon-

sciousness or severe mental illness or disability), the inclusion of

such patientsmay be acceptable if the ethics committee is, in prin-

ciple, in agreement and if the investigator is of theopinion thatpar-

ticipation will promote the welfare and interest of the subject. The

agreement of a legally valid representative that participation will

promote the welfare interest of the subject should also be recorded

by a dated signature. If neither signed informed consent nor wit-

nessed signed verbal consent are possible, this fact must be docu-

mented with reasons by the investigator”.

Paragraph 1.14 states:

“Consent must always be given by the signature of the subject in a

non-therapeutic study, ie, when there is no direct clinical benefit

to the subject.”

5.4 TheRCP’s1990report ‘Research involvingPatients’also
emphasises that, with some exceptions such as observa-
tional research which carries no risk and is not intrusive,
patients should know that they are taking part in research
and that research should only be carried out with their
consent.

5.5 TheRCP report emphasises thatmanymentally handi-
cappedandmentally illpatientswillbeable togiveconsent.
It continues:

“Astrongethical casecanbemadeout fornon-therapeutic research

(involvingonlyminimal risk) inmentallyhandicappedpatientsbe-

causeonlythroughbetterunderstandingoftheirconditioncancare

for such patients be improved. We think that the best guidance un-

der these circumstances might be that there should be agreement

by the close relatives or guardians and that the mentally handi-

capped individual seems to agree to the procedure.’

5.6 This report, together with the RCP’s 1990 ‘Guidelines
on the Practice of Ethics Committees in Medical Research
Involving Human Subjects’*, recommends that the consid-
erations quoted above in relation tomentally handicapped
adults are relevant to therapeutic and non-therapeutic re-
search involving mentally ill patients who cannot give con-
sent or whose consent is in doubt. The RCP’s reports em-
phasise, however, that no patient who refuses or resists
should be included in research.

5.7 The Royal College of Psychiatrists’ (RCPsych) 1990
‘Guidelines for Ethics of Research Committees on Psychi-
atric Research involving Human Subjects’ puts the case for
psychiatric research as follows:

“Research is as essential in psychiatry as in any other branch of

medicine.While thereareethicalproblemsincarryingoutresearch,

it is unethical for the profession to fail to do research because this

deprives present and future patients of the possibility of more in-

formed and better treatment as well as the (more distant) prospect

of prevention of psychiatric disorder.”

5.8 The RCPsych Guidelines emphasise that “The major-
ity of psychiatric patients are as capable of giving consent
as are other patients”. On the question of ‘incompetent’
patients, they point out that many suffer from conditions,
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such asmental handicap anddementia, inwhich advances
are most needed and which cannot be obtained by study-
ing other patients. The Guidelines recommend a ‘common
sense’ approach to research in such circumstances. They
do not distinguish explicitly between therapeutic and non-
therapeutic research but emphasise that the LREC should
decide in the usual way whether the research is acceptable
in terms of the balance of benefits, discomfort and risks,
and suggest that in most cases the research worker should
discuss the research with one or more close relatives. If
there is no relative, or the patient expresses the wish that
his relatives should not be consulted (confidentiality may
be an important issue in this and other contexts), they rec-
ommend consulting an independent person approved by
the LREC who knows the patient well and will protect his
interests. Whatever the views of third parties, the Guide-
lines state that no research should proceed if the patient
refuses, or appears to refuse, either in words or actions.

5.9 Wehavehadtheopportunitytoseeindraft formtheDe-
partmentofHealth’s 1991CircularonLocalResearchEthics
Committees (now published) which states at para 3.9:

“Some research proposals will draw their subjects from groups of

people who may find it difficult or impossible to give their con-

senl, for example the OnCOn scious, the very elderly, the mentally

disordered or some other vulnerable group In considering these

proposals the LREC should seek appropriate specialist advice and

they will’ need to examine the proposal with particular care to sat-

isfy themselves that proceeding without valid consent is ethically

acceptable.”

In relation to research on mentally disordered people, the
Circular refers LRECs and researchers to the RCPsych’s
guidelines, and states at para 4.11:

“Proposals for research where capacity to consent is impaired will

need particularly careful consideration by the LREC, with regard to

itsacceptability intermsof thebalanceof benefits,discomfortsand

risks for the individual patient and the need to advance knowledge

so that people with mental disorder may benefit.”

6 The ethical case for including mentally incapacitated
people in research

General

6.1.1 Many people with mental impairment or disorder
will be capable of giving or withholding consent to their
inclusion in research and should be free to do so. We have
given some thought to who should decide whether an in-
dividual has the capacity to consent to a particular project.
When that individual is a patient in the care of a physician
other than the research worker, this physician should be

approached for an informed and independent judgement.
When the individual concerned is not in the direct care of a
physician, or thatphysician is the researchworker, the view
of a relative, friend or other person acceptable to the LREC
should be sought. When there is any doubt about an indi-
vidual’smentalcapacitytoconsent,anindependentperson
should be present when consent is sought and should sign
adocument stating that theywerepresentwhen theproject
was discussed.

6.1.2 It is clear from the material discussed in section 5
above that there is a consensus, with which we concur,
that a principled case can be made on ethical grounds for
research involving people who cannot consent. There are
a number of situations in which knowledge that is badly
needed for the sake of those suffering from various forms
of mental handicap or mental illness can only be acquired
by research on people who are themselves suffering from
these conditions and as a consequence lack the mental ca-
pacity to consent.

6.1.3 At the same time, there is agreement on the need for
strict safeguards for such research. In particular:
- those unable to consent should take part in research only

if it relates to their condition and if the relevant knowl-
edge could not be gained by research in persons able to
consent

- all projects must be approved by the appropriate LREC(s)
- the inclusion of an individual unable to consent should

be subject to the agreement of an informed, inde-
pendent person acceptable to the LREC that that in-
dividual’s welfare and interests have been properly
safeguarded

- those included in the research do not object or appear to
object in either words or action

6.1.4 We are not seeking to argue that the need to seek
consent for research can be waived for the mentally inca-
pacitated or any other class of person. Rather, we believe
that it is now widely accepted by authoritative individuals
and bodies that there are circumstances in which it is eth-
ically acceptable for another person to review the balance
of risk and benefit (if any) associated with participation in
a project and to give or withhold their agreement that the
welfare and interests of a subject who is unable to con-
sent have been properly safeguarded. The precise role of
this person will depend upon the nature of the proposed
research and is discussed separately below for therapeutic
and non-therapeutic research. In all cases, everything pos-
sible should be done to explain the nature of, and reasons
for, research procedures to mentally incapacitated people
who have some measure of understanding.
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6.2 Therapeutic research

6.2.1 Webelievethatsubject to thesafeguards listedat6.1.3
above there is a strong ethical case for including those who
cannot consent in therapeutic research; indeed we would
argue that. in circumstances where participation is in their
best interests, their exclusion would be unethical.

6.2.2 The inclusion in therapeutic researchofan individual
who cannot consent must be subject to the agreement of
a relative, friend or person acceptable to the LREC and not
directly involved in the research that, weighing the likely
benefits and the possible risks of harm to the individual
concerned, that individual’swelfarehasbeenproperlysafe-
guarded and participation in the research is in his best in-
terests.

6.3 Non-therapeutic research

6.3.1 Because it might infringe the rights of a group which
society should take particular care to protect, the partici-
pation of people who cannot consent in non-therapeutic
research raisesmorecomplexethical issues.Wedonot seek
to argue that a mentally incapacitated person’s participa-
tion in non-therapeutic research is directly in his interests.
But we recognise that there are circumstances in which it
is important to gain knowledge which may be of benefit
to mentally incapacitated people in general and which can
onlybeacquiredasaresultof researchwhich involves those
who are unable to consent.

6.3.2 We therefore believe that there is a strong case for
including thoseunable to consent in such research, but it is
essential thatthesafeguards listedat6.1.3areobserved,and
that those included are placed at no more than negligible
risk of harm.

6.3.3 The degree of risk involved in a project should be
given particularly careful scrutiny by the LREC when men-
tally incapacitated people are to be included. There have
been various attempts to describe and define degrees of
risk.Weuse the termnegligible risk tomean that the risksof
harm anticipated in the proposed research are not greater,
considering the probability and magnitude of physiologi-
cal or psychological harm or discomfort, than those ordi-
narily encountered in daily life or during the performance
of routine physical or psychological examination or tests.
Examples of procedures involving negligible risk would in-
clude the observation of behaviour, non-invasive physio-
logical monitoring, physical examinations, changes in diet
and obtaining blood and urine specimens. We discuss risk
innon-therapeutic research in thecontextof the lawinpara
7.3.4 below.

6.3.4 We are clear that participation in such research of an
individualunable toconsentcanonlybeethical if a relative,
friend or person acceptable to the LREC and not directly
involved in the research agrees that participation would
place that individualatnomore thannegligible riskofharm
and is therefore not against that individual’s interests.

7 The legal position

7.1 General

7.1.1 Ourprimary taskwas toadviseonethical issues;how-
ever we have considered it proper to comment on the legal
position, partly because the Council’s stance set out in the
1962/63 Statement derives from it and partly because it
raises a number of complex issues. As was the case when
the Council developed the 1962/63 Statement, one is deal-
ing not with statute law but with common law principles
as developed by judges in case law. The applicable case law
focuses upon conventional medical treatment rather than
treatment in the context of research or non-therapeutic
research. Nevertheless, the decisions help to indicate the
likely attitude of the courts.

England, Wales and Northern Ireland

7.1.2 The Mental Health Act 1983 for England and Wales
and the Mental Health (Northern Ireland) Order 1986 for
Northern Ireland includecertainprovisions relating tocon-
sentprocedures relevant to theadministrationofparticular
types of treatment to mentally disordered patients for their
disorder but in principle detention under these statutes
does not bear upon the ability of a person to give a valid
consent. The legislation does not address the question of
research. However, the Department of Health and Welsh
Office have issued a Code of Practice which includes guid-
ance on the treatment of patients suffering from mental
disorder.

7.1.3 Under common law principles, research involving
adults who cannot consent faces two important legal ob-
stacles. The first is that since one has a right to determine
what is done with one’s body it is an unlawful act (trespass
to person) for anyone, regardless of his intention, to touch
or otherwise interfere with the bodily integrity of an adult
without his consent. The second is that there is no provi-
sion in English law for anyone to give consent on behalf of
another adult. Thus while in respect of minors (under 18)
unable to consent, parents may consent to treatment on
behalf of their children, or the court may exercise its ward-
ship jurisdiction, no-one – not even the next of kin – has
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the power to consent on behalf of an adult unable to con-
sent himself through mental disability. Moreover, it is now
established that no court has any jurisdiction with respect
to such a person to consent on his behalf. Judges have sug-
gested that this is an area suitable for parliamentary inter-
vention, but in the meantime, rather than purport to give
a proxy consent on behalf of the person concerned, the
courts have been prepared to make binding declarations
as to whether the actions of those involved in the particu-
lar proposed procedure are legal.

7.2 Therapeutic research

England, Wales and Northern Ireland

7.2.1 Case law in the past has established the legality of
bodily interference without consent in certain circum-
stances, such as the physical contact of every day social
activity and emergency treatment to protect life. Most re-
cently, in a landmark decision (in Re F 1989), the House
of Lords established that a doctor in England, Wales and
Northern Ireland can lawfully give any treatment to an
adult patientwho is incapable of consenting throughmen-
tal incapacity provided such treatment is performed in
accordance with a responsible body of relevant profes-
sional opinion and in the best interests of the patient ie,
it is carried out in order either to save life or to ensure im-
provement or prevent deterioration in his physical ormen-
tal health. The court also endorsed as good practice con-
sultation with relatives and others concerned with the care
of the patient. The particular case involved the sterilisa-
tion of a mentally handicapped woman: the court declared
that in cases of this type involving major treatment of an ir-
reversible nature, the public interest additionally required
the express approval of the court. It has not, however, been
suggested that standard curative or prophylactic treatment
of the mentally incapacitated normally requires court ap-
proval (see in Re E, 1991).

7.2.2 While the judgement inReFconcernedconventional
medical treatment andnot research,weagreewith thecon-
clusion of the RCP 1990 Report ‘Research Involving Pa-
tients’, that the principle enunciated should equally ap-
ply when the treatment in question is still in the research
phase. An experimental medicinal procedure may be the
only appropriate therapy and provided the relevant health
professional acts with proper skill and care and in the best
interestsof thepatient,neither liability for trespassnorneg-
ligence should arise.

7.2.3 The Code of Practice issued under the Mental Health
Act 1983 emphasises that patients should be informed of

the nature, purpose and likely effects of the treatment pro-
posed in a suitable manner even if they lack capacity to
consent to the treatment.

7.2.4 We are clear that, provided the necessary safeguards
are in place, the ethical grounds for including mentally in-
capacitated people in therapeutic research (and indeed for
notdenyingthemtheopportunity toparticipate inresearch
that offers the prospect of improving their health) are so
great, that itwouldbecontrary toacceptedgoodpractice to
be deterred by the comparative lack of clarity surrounding
the legal position. However, it may be prudent for doctors
contemplating special categories of treatment of a serious
and irreversible nature in a research context to consider
whether it is appropriate to seek endorsement of their ac-
tions by the court, no doubt in consultation with the rele-
vant ethics committee.

7.3 Non-therapeutic research

England, Wales and Northern Ireland

7.3.1 In the main, the legal arguments to which the Coun-
cil referred in its 1962/63 Statement (see paragraph 4.4) are
still pertinent with respect to procedures involving bodily
interventions or which place an individual at risk of harm.
We have, however, argued on ethical grounds that a men-
tally incapacitated person should not be excluded from the
opportunity to contribute to the welfare of other mentally
incapacitated people, and possibly to his own welfare, pro-
vided no more than minimal risk of harm is involved.

7.3.2 That this is widely accepted is illustrated by the fact
that the Council and other reputable funding bodies have
not been paralysed by lack of clarity in the law, but have
supported work of this type for some time.

7.3.3 As a legal matter, any interference with a person’s
body will only be lawful if it is justified on the basis of some
legally recognised principle. It has been noted above that
the courts in England and Wales and Northern Ireland now
accept that it is in the public interest to ensure that those
unable to consent should not be deprived of appropriate
medical treatment but it must be stressed that the courts
havenotyet consideredwhether there is anypublic interest
basis for allowing any form of non-therapeutic interven-
tion in a person who, through mental incapacity, is unable
to consent. In recent cases concerning issues of consent,
the Courts have emphasised the need to establish what is
in the best interests of the individual. This may suggest
that health professionals will be exposed to legal action if
they are responsible for allowing such a person, who has
no prospect of immediate personal benefit, to be exposed
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to any risk purely in the interest of advancing knowledge.
If this is correct, researchers should be clear that, although
appropriate on ethical grounds, the approval of an ethics
committee or a relative or some other independent per-
son is unlikely to be recognised by the law as an adequate
substitute for the consent of the research subject.

7.3.4 However, it seems to us that a case can be made out
that it isnot in thepublic interest forpersons suffering from
mental incapacity to be excluded from socially responsi-
ble behaviour purely through lack of consent competence.
Where the risk attending participation in non-therapeutic
research into mental disorder is minimal and a reasonable
person with that disorder but able to consent is likely to
accept that risk when told that such research might lead
to advances in treatment, it would be strange if a person
unable to consent because of that disorder should be im-
puted with a wholly different attitude to the welfare of the
class of persons of which he is a member. It seems to us
that provided the welfare of the individual in the broad-
est sense is properly considered by the ethics committee
and, in addition, by an informed person independent of
the researcher, and participation is not found to be against
his best interests because the risk of harm is minimal, the
subject’s participation may be viewed by the courts as in
the public interest and lawful. For these purposes it is diffi-
cult to defineminimal risk in all the contexts thatmay arise
but it would seem unlikely that the courts would counte-
nance exposing a mentally incapacitated person to a risk
(having regard to probability and magnitude of physical
or psychological harm or discomfort) beyond what is nor-
mally encountered in daily life or in the routine medical or
psychological examination of a normal person.

7.3.5 The Law Commission has undertaken a review of a
variety of matters concerning the mentally incapacitated
including issues of consent competence and has recently
publishedaConsultationPaperInduecourse, thismaylead
to legislation but not in the immediate future. In themean-
time, in view of the legal uncertainty, the only sure legal
protection for researchers concerned about their position
would be for them to seek a declaration from the court that
the proposed research procedures are legal.

8 Summary and recommendations

8.1 Many people with mental impairment or disorder are
able to consent to their inclusion in research provided care
is taken to explain it to them. When there is doubt about
an individual’s mental capacity, we recommend that a

judgement on his ability to consent should be sought from
thephysicianresponsible.Whenthe individual isnotunder
the care of a physician, or the physician is involved in the
proposed research, a view should be sought froma relative,
friend or other person acceptable to the LREC.

8.2 There is a strong case for allowing those unable to con-
sent toparticipate inmedical researchprovided safeguards
are observed. We recommend that an individual unable to
consent should be included in research only if it relates
to his condition and the relevant knowledge could not be
gained by research in persons able to consent and

it is approved by the appropriate LREC(s)
he does not object or appear to object in either words or
action
an informed, independent person acceptable to the
LREC agrees that the individual’s welfare and interests
have been properly safeguarded and in the case of thera-
peutic research,weighing the likely benefits and thepos-
sible risk of harm to the individual concerned, participa-
tion is in that individual’s best interests
in the case of non-therapeutic research, that participa-
tion would place the individual at no more than neg-
ligible risk of harm and is not against that individual’s
interests.

8.3 We recommend that theCouncil should revise its guid-
ance on research on mentally incapacitated people so as
not to exclude research satisfying these conditions.

The ethical conduct of reseach on the mentally
incapacitated

Appendix

The council’s 1962–63 statement: consent

The Council’s Statement∗ has played an important role in
the development of the discussion of the ethics of medical
research. The position set out in it with respect to consent
is, however, now seriously out of line with contemporary
thinking. The root of the problem lies in the general state-
ment which reads:

“In the case of procedures directly connected with the
management of the condition in the particular individual,
the relationship is essentially that between doctor and pa-
tient. Implicit in this relationship is the willingness on the

∗ The Council has agreed that its 1962–63 Statement should be with-

drawn and a revised version should be issued.



Manual for Research Ethics Committees 443

part of the subject to be guided by the judgement of his
medical attendant. Provided, therefore, that the medical
attendant is satisfied that there are reasonable grounds for
believing that aparticular newprocedurewill contribute to
the benefit of that particular patient, either by treatment,
prevention or increased understanding of his case, he may
assumethepatient’sconsent to thesameextentashewould
were the procedure entirely established practice.”

While we would readily accept that trust between doctor
andpatientcontinuestobecentral togoodclinicalpractice,
we would suggest that it can no longer be assumed that
the patient will or indeed should be guided solely by the
judgement of his medical attendant, or that there are any
circumstances (other than some emergencies) where the
doctor can assume consent.

It is now generally accepted that the doctor has a duty
to explain to his patient the pros and cons of the various

courses of action open to him in offering treatment or
measures intended to prevent or ameliorate a given con-
dition. If this is so for treatment, it must hold even more
strongly for research. There is unanimity among those we
consulted that for most classes of research the patient
must understand that he is taking part in research and
give his consent to his participation in that research (ex-
amples cited by the Royal College of Physicians of London
of studies for which patients’ consent need not be sought
include the examination of anonymised specimens col-
lected in the course of ordinary medical practice, and
observational research involving no contact with or risk to
patients).

This guidance is no longer applicable in Scotland following
the introduction of the Adults with Incapacity (Scotland)
Act 2000
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Volunteering for research into dementia
November 2000

Alzheimer’s Society

A great deal of research is currently being carried out into
the causes of dementia, diagnosis and treatments. The
progress that is beingmade is onlypossiblebecausepeople
with dementia and their carers are willing to participate in
research.

Range of research

There are many different ways in which people with de-
mentia can take part in research. They may, for example,
be asked to give a sample of their blood for use in genetic
research or may be asked to take part in a drug trial.
While it is important that research is carried out, it is also

important that the rights of the person with dementia are
respected and their dignity maintained.

Types of research

� Therapeutic research refers to research that may be of
benefit to the person with dementia, either during the
project itself or once it has been concluded.

� Non-therapeutic research will not directly benefit those
who are participating, but will add to the general body
of knowledge about dementia. The findings may benefit
people with dementia in the future.
If the research is non-therapeutic this must be made clear
to the personwith dementia before they decidewhether or
not to take part.

Consent

Consent must be obtained from the person with demen-
tia before any research is carried out, even if it is simply a

c© Alzheimer’s Society.

question of an extra blood sample. The carer’s agreement
is not sufficient.
Consent must be adequately informed and voluntary.

The personwith dementiamust be aware of the purpose of
the research and what is involved.
No pressure should be exerted on the person with de-

mentia to take part in research if they are unwilling to do
so, even if the carer is in favour.
Thepersonwithdementia shouldbegivenplentyof time

to consider whether to participate. They may first wish to
consult their family or GP. It should be made clear that
even if they do agree to participate they are free to change
their mind and withdraw at any point.
The person with dementia should also be reassured

that any support or services they receive will not be
affected by whether or not they agree to take part in
research.
The person with dementia should, in most cases, be

given an information sheet giving details of the research
and the name, address and telephone number of the re-
searcher and their supervisor. If they do agree to take part
in the research they will usually be asked to sign a consent
form.

Unable to consent?

Occasionally a person with dementia will be included in a
therapeutic research project even though they are not able
to give their informed consent. This can only happen if the
doctor concernedbelieves that the researchwill beofdirect
benefit to the person with dementia.
There are a few rare occasions when the person with

dementia will be included in non-therapeutic research,
despite not being able to give their informed consent. This
can only happen if:
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� It can be shown that important information that may
benefit people with dementia in the future cannot be
gained in any other way and

� There is almost no risk for the person concerned.
Although the actual decision to include someone with de-
mentia in research without obtaining their consent can
only be made by the doctor, relatives should, of course,
be consulted.

Research ethics committees

All researchundertakenbydoctorsandotherhealthprofes-
sionals which involves human subjects must be approved
by a research ethics committee.
Research ethics committees have been set up to ensure

that:
� The research undertaken is morally justifiable
� The highest standards of practice are maintained
� The likely benefits of any research outweigh any possible
risks, and

� Participants’ rights are properly safeguarded.
Although not all kinds of research involving people with
dementia will go through a research ethics committee,
all researchers should make every effort to preserve high
standards.

Randomised controlled trials

If someone with dementia is invited to participate in re-
searchonanewdrug,youmayhear thephrase ‘randomised
controlled trial’ mentioned.
A randomised control trial is a procedure in which a

group of people receiving a new treatment is compared
with a ‘control group’ of similar people who may be re-
ceiving a different treatment, a placebo treatment (that
is a dummy treatment or sugar pill) or no treatment
at all.
The effects of the new treatment would be very difficult

to measure without such comparisons. Participants are
randomly allocated to the treatment or control group by
means of a mathematical formula or a computerised sys-
tem to safeguard against any bias.
You may also hear the terms ‘blind’ and ‘double blind’

used to describe a trial.
� ‘Blind’ means that the person participating is not aware
of whether they are receiving the new treatment or are
one of the control group.

� ‘Double blind’ means that those carrying out the re-
search do not know which participants are receiving the

treatment and which are controls. Because of this their
observations are less likely to be biased.
People with dementia should be told that if they agree to
participate in randomised trials theymay be given the new
treatment, or an existing treatment, or a placebo.
It should be made clear that if someone with dementia

receives adrugduringa trialwhichappears tobeofbenefit,
this does not mean that they can automatically continue
with the drug once the trial is over.

Checklist of questions

Before taking part in any research, the personwith demen-
tia and their carer should consider the following points:

General

� What is the purpose of the research?
� What does the research involve for the person with de-
mentia and will they benefit from participating?

� Will the carer be involved and if so how?
� Where will the research take place, how many sessions
will there be and over what period of time?

� How will confidentiality be maintained?
� Who will have access to questionnaires and will this in-
formation be destroyed once the research is complete?

� If transport is needed, will this be arranged and if there
are expenses will these be met?

� Are there plans to tell people about the results of the re-
search and if so how and when?

Health-related research

In addition youmay need to ask:
� Has the researchbeenapprovedbya researchethics com-
mittee?

� Is the research likely to cause any discomfort or distress?
� If the research involves treatment what are the risks and
likely side-effects?

� If the research involves treatment which appears to
benefit the personwith dementia can they continuewith
the treatment once the research is completed?

Complaints

If you have any worries or complaints about the research
first take it up with the person in charge. If you are still not
satisfied seek advice from the Alzheimer’s Society or your
local advice agency.
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For further information call the Alzheimer’s Helpline 0845 300 0336

Alzheimer’s Society, Gordon House, 10 Greencoat Place, London SW1P 1PH. Telephone 020 7306 0606. Fax 020 7306 0808. Email

info@alzheimers.org.uk. Website www.alzheimers.org.uk. Registered Charity No. 296645. Company Limited by Guarantee Registered in England

No. 2115499
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Knowledge to care: research and development in hospice and
specialist palliative care – executive summary

National Council for Hospice and Specialist Palliative Care Services

1 This report in Council’s series of Occasional Papers aims
to promote high quality research in hospice and special-
ist palliative care, and to encourage all those working in
this field to improve the quality of care through the ap-
plication of research findings.

2 Involvement in research is one of the elements defining a
specialist palliative care service and the implementation
of evidence-based practice is a key aspect of service qual-
ity. All professions should develop evidence-based prac-
tice as an important tool in the continuous improvement
of care.

3 Research is defined as the systematic pursuit of knowl-
edge through observation, experiment and analysis. Re-
search in health care can involve any discipline and in-
cludes:
� clinical research
� health services research
� sociological and health psychology research
� epidemiological research
� economic evaluation

4 The principles of medical ethics should be considered
in all research situations. This involves balancing the
fundamental principles of autonomy, beneficence (do-
ing good), non-maleficence (doing no harm) and justice.
Research design must be approached with ethical prin-
ciples in mind whether or not any clinical intervention is
involved, and participation should be on the basis of free
and informed consent. It is essential for each research
proposal involving patients or their carers to be approved
by a research ethics committee.

5 Any research project should begin with specific
“research questions” to be answered, and build on

c© National Council for Hospice and Specialist Palliative Care

Services.

previous knowledge in the field which should (if neces-
sary) be collected together through a careful literature
search. The appropriate research methods have to be
chosen in the light of these research questions. Expert
advice on methods, especially the advice of a statistician
forquantitativestudies, shouldbeobtainedat theearliest
possible stage in the project.

6 There are particular risks and difficulties to be aware of
in palliative care research, around:
� the use of quality of life, symptom or functional ability

questionnaires
� adequate sample size, recruitment and attrition
� the attribution of outcomes (cause and effect)
� access to patients, and the use of substitutes or

“proxies”
7 Each hospice/specialist palliative care service should ap-

point, either on its own or jointly with other services in
the district:
� a senior clinician, or non-clinical academic, to have

overall responsibility for research and development
� a senior clinician, who may be the same person

as above, to oversee the use of evidence-based
guidelines

� a Research Committee to formulate and prioritise an
overall research strategy and ensure the quality of
project

8 There are strong arguments for research in hospice and
specialist palliative care to be undertaken on a multi-
centre basis, and every specialist palliative care service
should have some involvement in a local or regional re-
search network, which may include links to an academic
department of palliative care.

9 There should be formal arrangements for the supervision
of staff undertaking research, informal opportunities for
support, and access to appropriate educational facilities.

447



448 Manual for Research Ethics Committees

Those working towards a higher degree or other recog-
nised qualification will usually need a supervisor who
holds an appointment in an academic institution.

Occasional Paper 16. Glickman, M., October 1999

Reproduced by permission of the National Council for Hos-
pice and Specialist Palliative Care Services

The full report can be found on
http://www.hospice-spc-council.org.uk
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NUS guidelines for student participation in medical
experiments and guidance for students considering

participation in medical drug trials

National Union of Students

NUS produced these Guidelines in consultation with the
Independent Clinical Research Contractors and the Asso-
ciationof theBritishPharmaceutical Industry following the
deaths of two students in the 1980s.

1 Student participation must be on a truly voluntary basis
free from academic or financial pressure.

2 To ensure the above, no student should undertake ex-
periments for ANY academic or researcher who tutors or
lectures that studentorwho is involved in their academic
assessment.

3 Toensure theabove,payments forparticipation inexper-
iment should be standardised, in both NHS and private
research at rates of paymentswhich compensate the stu-
dent forexpensesandinconvenience.Thereshouldbeno
financial incentive to participate.

4 A national computerised register of those participating
inallexperimentsshouldbekeptwhichrecords incidents

c©National Union of Students.

of side effect or ill health but which can also be used
to identify individuals submitting themselves to a large
number of experiments.

5 College authorities must monitor their own students’
participation and tackle the unhealthy concentration
of experiment participation among students involved
in medical faculties and the associated natural
sciences.

6 At any time a student should be able to free themselves
from a previously agreed series of experiments.

7 Students should not sign documents which indemnify
researchers against legal action. The NHS and private
research companies should make their own insurance
arrangements.

8 The scientific and medical authorities should indicate
clearly the degree of risk involved. Obvious differences
can be highlighted between the testing of totally new
drugs and those which are already on the market but
simply up for certification in the UK.
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Guidance for students considering participation
in medical drug trials

A drug is any substance administered to human being for
experimental purposes. If you are considering participa-
tion in a drug trial please reject any action which is in con-
travention of these basic requirements.

1 For all students taking part the study must involve no
more than minimal risk.

2 No financial inducement or coercion should colour
your judgement andpaymentmust never be offered for
risk.

3 There must be close qualified medical supervision for
thewholeperiodof the trial andnot justwhen thedrugs
are administered.

4 Full resuscitation equipment and facilities must be on
hand, with trained staff to use them.

5 Confidentialitymustbemaintainedthroughoutandbe-
yond the trial.

6 The organisation should hold full insurance and com-
pensate without regard to negligence.

7 You must authorise, and they must request, your per-
mission to access your past medical history from your
general practitioner. Full records must be maintained
by the organisation and by your GP.

c©National Union of Students.

8 Only sign a consent form that you have read in full, and
that gives you the right of withdrawal from the study at
any time without having to give a reason.

9 You should be healthy at the time of the trial and un-
dergo a full medical examination.

10 Do not withhold any information regarding any food
you may have eaten or drugs you may have taken (this
includes common non-prescription medicines, pre-
scription medicines and alcohol).

11 You should report immediately any unusual sensations
you may experience during the trial, and subsequently
to your GP.

12 Leave at least 12 weeks between any trials you partici-
pate in, and inform the company of any previous trials.

13 Before participating, ask the organisation for proof of
membership of theAssociation of IndependentClinical
Research Contractors.

14 Always remember that whether the drug is ‘tried and
tested’ornewonthemarket,youmayindividuallysuffer
adverse reaction.

If you are ever approached by, or hear of any company car-
rying out drug trials which do not conform to the above
standardsyoushouldrefusetoparticipateandimmediately
inform your student union welfare officer or the National
Union of Students.
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Ethical considerations in HIV preventive
vaccine research

UNAIDS guidance document May 2000

Joint United Nations Programme on HIV/AIDS (UNAIDS)

UNAIDS/00.07E (English original) May 2000

c© Joint United Nations Programme on HIV/AIDS
(UNAIDS) 2000. All rights reserved. This document, which
is not a formal publication of UNAIDS, may be freely re-
viewed, quoted, reproduced or translated, in part or in full,
provided that the source is acknowledged. The document
may not be sold or used in conjunction with commercial
purposes without prior approval from UNAIDS (contact:
UNAIDS Information Centre).

UNAIDS, 20 avenue Appia, 1211 Geneva 27, Switzerland
Tel. (+41 22) 791 46 51 – Fax (+41 22) 791 41 87
E-mail: unaids@unaids.org – Internet:
http://www.unaids.org
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Introduction

As we enter the third decade of the AIDS pandemic, there
still remains no effective HIV preventive vaccine. As the
numbers of those infected by HIV and dying from AIDS in-
crease dramatically, the need for such a vaccine becomes
ever more urgent. Several HIV candidate vaccines are at
various stagesof development.However, the successful de-
velopment of effective HIV preventive vaccines is likely to
require that many different candidate vaccines be studied
simultaneously in different populations around the world.
This in turn will require a large international cooperative
effort drawing on partners from various health sectors, in-
tergovernmental organizations, government, research in-
stitutions, industry, and affected populations. It will also
require that these partners be able and willing to address
the difficult ethical concerns that arise during the develop-
ment of HIV vaccines.

In an effort to elucidate these ethical concerns, and to
create forums where they could be discussed in full by
those presently involved in, or considering, HIV vaccine
development activities, the UNAIDS Secretariat convened
meetings in Geneva (twice), Brazil, Thailand, Uganda and
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Washington during 1997–1999. These meetings included
lawyers, activists, social scientists, ethicists, vaccine scien-
tists, epidemiologists, representatives of NGOs, people liv-
ing with HIV/AIDS, and people working in health policy. In
the regional meetings, efforts were made to include peo-
ple fromanumber of countries from that particular region.
The entire process involved people from a total of 33 coun-
tries.1 Thegoalswere to: (1) identify anddiscuss ethical ele-
ments specific to development of HIV preventive vaccines;
(2) reach consensus when possible, and elucidate different
positions, when not; (3) progress in ability to address these
matters during pending or proposed HIV vaccine research.

In the present document, UNAIDS seeks to offer guid-
ance emanating from this process. This document does
not purport to capture the extensive discussion, debate,
consensus, and disagreement which occurred at these
meetings. Rather it highlights, from UNAIDS’ perspective,
some of the critical elements that must be considered in
HIV vaccine development activities. Where these are ade-
quately addressed, inUNAIDS’ view,byother existing texts,
there isnoattempttoduplicateorreplacethesetexts,which
should be consulted extensively throughout HIV vaccine
development activities. Such texts include: the Nuremberg
Code (1947); the Declaration of Helsinki, first adopted by
the World Medical Association in 1964 and subsequently
amended in 1975, 1983, 1989 and 1996; the Belmont
Report – Ethical Principles and Guidelines for the Pro-
tection of Human Subjects of Research, issued in 1979 by
the US National Commission for the Protection of Human
Subjects of Biomedical and Behavioral Research; the
International Ethical Guidelines for Biomedical Research
Involving Human Subjects, issued by the Council for Inter-
national Organizations of Medical Sciences (CIOMS) in
1993 (and developed in close cooperation with WHO); the
World Health Organization’s Good Clinical Practice (WHO
GCP) Guideline (1995); and the International Conference
on Harmonisation’s Good Clinical Practice (ICH GCP)
Guideline (1996).

It is hoped that this document will be of use to potential
researchparticipants, investigators, communitymembers,
government representatives, pharmaceutical companies,
and ethical and scientific review committees involved in
HIVpreventivevaccinedevelopment. Itsuggestsstandards,

1 For a full description of the process and participants, see “Final

Report, UNAIDS-Sponsored Regional Workshops to discuss Ethical Is-

sues in Preventive HIV Vaccine Trials”, available from UNAIDS. See also

Guenter, Esparza, and Macklin: Ethical considerations in international

HIV vaccine trials: summary of a consultative process conducted by the

Joint United Nations Programme on HIV/AIDS (UNAIDS). Journal of

Medical Ethics (February 2000), vol. 26, No. 1: 37–43.

as well as processes for arriving at standards, and can be
used as a frame of reference from which to conduct further
discussion at the international, national, and local levels.

Context

The HIV/AIDS pandemic is characterized by unique bio-
logical, social and geographical factors that, among other
things, affect the balance of risks and benefits for individ-
uals and communities who participate in HIV vaccine de-
velopment activities. These factors may require that addi-
tional efforts aremade toaddress theneedsofparticipating
individuals and communities, including their urgent need
for a HIV vaccine, their need to have their rights protected
and their welfare promoted in the context of HIV vaccine
development activities, and their need to be able to be full
andequalparticipants. These factors include the following:
� The global burden of disease and death related to HIV is
increasingatarateunmatchedbyanyotherpathogen.For
many countries, it is already the leading cause of death.
Currently available treatments are inadequate because
they do not lead to cure, but at best slow the progres-
sion of disease. The most effective treatment for slowing
HIV-related disease progression, antiretroviral medica-
tion, is complicated to administer, requires closemedical
monitoring, is extremely costly, and can cause significant
adverse effects. Because of this, antiretroviral medication
is not readily available to the vast majority of people af-
fectedbyHIV/AIDS.Thesearepeople living indeveloping
countriesand inmarginalizedcommunities indeveloped
countries.There is thereforeanethical imperative toseek,
as urgently as possible, a globally effective and accessi-
ble vaccine, to complement other prevention strategies.
Furthermore, this ethical imperative demands that HIV
preventive vaccines be developed to address the situa-
tion of those people and populations most vulnerable to
infection.

� Geneticallydistinct subtypesofHIVhavebeendescribed,
and different HIV subtypes are predominant in different
regions andcountries. Yet the relevanceof these subtypes
to potential vaccine-inducedprotection is not clearly un-
derstood.Thus, it isnotknownwhetheravaccinetargeted
atone subtypewill protect against infection fromanother
subtype;and it is likely thatavaccinedirectedataparticu-
lar subtypewill need tobe tested in apopulation inwhich
that subtype isprevalent. Therefore, developingavaccine
that is effective in the populations with the greatest inci-
dence of HIV is likely to require experimental vaccines be
tested in those populations, even though these popula-
tions may for a variety of reasons be relatively vulnerable
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to exploitation and harm in the context of HIV vaccine
development. Additional efforts may need to be made to
overcome this vulnerability.

� Some candidate vaccines may be conceived and manu-
factured in laboratories of one country (sponsor country
or countries), usually in the developed world, and tested
in human populations in another country (host country
or countries), often in the developing world.

[The term ‘sponsor’ has usually referred to the indi-
vidual or institution who either owns the candidate vac-
cine or provides thematerial resources necessary to carry
out the vaccine development programme. Traditionally,
the sponsor has been thought of as a single corporate
entity, such as a pharmaceutical company. In modern
vaccine development programmes there are commonly
multiple sponsors including one or more corporations,
oneormorenational governmentsandoneormore inter-
national agencies.] The potential imbalance of such a
situationdemandsparticular attention to factors thatwill
address the differing perspectives, interests and capaci-
ties of sponsors and hosts with the goal of encouraging
the urgent development of effective vaccines, in ethically
acceptablemanners, and their earlydistribution topopu-
lations most in need. In this regard, potential host coun-
tries and communities should be encouraged and given
the capacity to make decisions for themselves regard-
ingtheirparticipationinHIVvaccinedevelopment,based
on their own health and human development priorities,
in a context of equal collaboration with sponsors.

� HIV/AIDS is a condition that is both highly feared and
stigmatized. This is in large part because it is associated
with blood, death, sex, and activities which are often not
legally sanctioned, such as commercial sex, men having
sex with men, and substance abuse. These are issues
which are difficult to address openly – at a societal and
individual level. As a result, people affected by HIV/AIDS
can experience stigma, discrimination, and even vio-
lence; and governments and communities continue to
deny the existence and prevalence of HIV/AIDS. Further-
more, vulnerability to HIV infection and to the impact of
AIDSisgreaterwherepeoplearemarginalizeddueto their
social, economic and legal status. These factors increase
the risk of social andpsychological harm forpeople parti-
cipating in HIV vaccine research. Additional efforts must
be made to address these increased risks, and to ensure
that the risks participants take are justified by the bene-
fits they receive by virtue of their participation in the
research. A key means by which to protect participants
and the communities from which they come is to ensure
that the community in which the research is carried out
is meaningfully involved in the design, implementation,

and distribution of results of vaccine research, includ-
ing the involvementof representatives frommarginalized
communities from which participants are drawn, where
possible and appropriate.

Suggested guidance

Given the global nature of the epidemic, the devastation
being wreaked in some countries by it, the fact that vac-
cine(s) may be the best longterm solution by which to
control the epidemic, especially in developing countries,
and the potentially universal benefits of effective HIV vac-
cines, there is an ethical imperative for global support to
the effort to develop these vaccines. This effort will re-
quire intense international collaborationandcoordination
over time, including among countries with scientific ex-
pertise and resources, and among countries where candi-
date vaccines could be tested but whose infrastructure, re-
source base, and scientific and ethical capacities could be
insufficientatpresent.ThoughHIVvaccinesshouldbenefit

Guidance Point I: HIV vaccines development

Given the severity of the HIV/AIDS pandemic in
human, public health, social, and economic terms,
sufficient capacity and incentives should be developed
to foster the early and ethical development of effective
vaccines, both from the point of view of countries
where HIV vaccine trials may be held, and from the
point of view of sponsors of HIV vaccine trials. Donor
countries and relevant international organizations
should join with these stakeholders to promote such
vaccine development.

all those inneed, it is imperative that theybenefit thepopu-
lationsatgreatest riskof infection.Thus,HIVvaccinedevel-
opment shouldensure that thevaccinesareappropriate for
use among such populations, among which it will be nec-
essary to conduct trials; and, when developed, they should
be made available and affordable to such populations.

Because HIV vaccine development activities take time,
are complex, and require infrastructure, resources and in-
ternational collaboration,
� potential sponsor countries and host countries should
immediately include HIV vaccine development in their
regional andnational AIDSprevention and control plans.

� potential host countries should assess how they can and
should participate in HIV vaccine development activities
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eithernationallyoronaregionalbasis, including identify-
ing resources, establishing partnerships, conducting na-
tional information campaigns, strengthening their scien-
tific and ethical sectors, and including a vaccine research
component to complement other prevention interven-
tions.

� potential donors and international agencies shouldmake
early and sustained commitments to allocate sufficient
funds to make a vaccine a reality, including funds to
strengthen ethical and scientific capacity in countries
where multiple trials will have to be conducted and to
purchase and distribute future vaccines.

� potentialsponsorsshouldestablishpartnershipswithpo-
tential host countries, and begin discussions regarding
community consultations, strengthening necessary sci-
entific and ethical components, and eventual plans for
equitable distribution of the benefits of research.

Although making a safe and effective vaccine reasonably
available to the population where it was tested is a basic
ethical requirement, some have argued that it could be a
disincentive for industry to conduct studies in countries
with large populations, or that it could constitute anundue
inducement for a resource-poor country or community to
“cooperate”. Given the severity of the epidemic, it is imper-
ative that sufficient incentives exist, both throughfinancial
rewards in the marketplace and through public subsidies,
to foster development of effective vaccines while also en-
suring that vaccinesareproducedanddistributed ina fash-
ion that actually makes them available to the populations
at greatest risk.

Guidance Point 2: Vaccine availability

Any HIV preventive vaccine demonstrated to be safe
and effective, as well as other knowledge and benefits
resulting from HIV vaccine research, should be made
available as soon as possible to all participants in the
trials in which it was tested, as well as to other
populations at high risk of HIV infection. Plans should
be developed at the initial stages of HIV vaccine
development to ensure such availability.

As health and research communities build HIV preven-
tive vaccine research programmes, attention needs to be
given immediately to how a successful vaccine, and other
benefits resulting from the research, will be made readily
and affordably available to the communities and countries
where such a vaccine is tested, as well as to other com-
munities and countries at high risk for HIV infection. This

process of discussion and negotiation should start as soon
as possible and should be carried on through the course of
the research.

At aminimum, the parties directly concerned should be-
gin thisdiscussionbefore the trials commence.Thisdiscus-
sion should include representatives from relevant stake-
holders in the host country, such as representatives from
the executive branch, health ministry, local health author-
ities, and relevant scientific and ethical groups. It should
also include representatives from the communities from
whichparticipantsaredrawn,people livingwithHIV/AIDS,
and NGOs representing affected communities. The discus-
sions should include decisions regarding payments, roy-
alties, subsidies, technology and intellectual property, as
well as distribution costs, channels and modalities, includ-
ing vaccination strategies, target populations, and number
of doses.

Furthermore, the discussion concerning availability
and distribution of an effective HIV vaccine should engage
international organizations, donor governments and bi-
lateral agencies, representatives from wider affected com-
munities, international and regional NGOs and the private
sector. These should not only consider financial assistance
regarding making vaccines available, but should also help
tobuild thecapacityofhostgovernmentsandcommunities
to negotiate for and implement distribution plans.

Potential host countries and communities have the right,
and the responsibility, to take decisions regarding the na-
ture of their participation in HIV vaccine research. Yet
disparities in economic wealth, scientific experience, and
technical capacity among countries and communities can
lead to undue influence over and possible exploitation
of host countries and communities. The development of
an HIV vaccine will require international cooperative re-
search,which should transcend, inanethicalmanner, such
disparities. Real or perceiveddisparities shouldbe resolved
in a way that ensures equality in decision-making and ac-
tion.Thedesiredrelationshipisoneofcollaborationamong
equals. Factors that may increase vulnerability to exploita-
tion of host countries and communities may include, but
are not limited to, the following:
� level of the proposed community’s economic capacity,
such as is reflected in the Human Development Index of
the UNDP

� community/cultural experience with, and/or under-
standing of, scientific research

� local political awareness of the importance and process
of vaccine research

� local infrastructure, personnel, and technical capacity for
providing HIV health care and treatment options
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Guidance Point 3: Capacity building

Strategies should be implemented to build capacity in
host countries and communities so that they can
practise meaningful self-determination in vaccine
development, can ensure the scientific and ethical
conduct of vaccine development, and can function as
equal partners with sponsors and others in a
collaborative process.

� ability of individuals in the community to provide in-
formed consent, including the effect of class, gender, and
other social factors on the potential for freely given con-
sent

� level of experience and capacity for conducting ethical
and scientific review, and

� local infrastructure, personnel, and technical capacity for
conducting the proposed research.

Strategies to overcome these disparities could involve:
� scientific exchange, andknowledge and skills transfer be-
tween sponsor countries and institutions, andhost coun-
tries and communities

� capacity-building programmes in the science and ethics
of vaccine development by relevant scientific institutions
and international organizations

� support to development of national and local ethical re-
view capacity (see Guidance Point 6)

� support to affected communities and communities from
which participants are drawn regarding information, ed-
ucation,andcapacityandconsensus-buildingonvaccine
development, and

� early involvement of affected communities in the design
and implementation of vaccine development plans and
protocols (see Guidance Point 5 ).

In order to be ethical, clinical trials of vaccines should be
basedonscientifically valid researchprotocols, and the sci-
entific questions posed should be rigorously formulated in
a research protocol that is capable of providing reliable re-
sponses. Valid scientific questions relevant to HIV vaccine
development are those that seek:
� to gain scientific informationon the safety, immunogeni-
city (ability to induce immune responses against HIV)
and efficacy (degree of protection) of candidate vaccines

� to determine immunological correlates or surrogates in
order to identify theprotectivemechanismsandhowthey
can be elicited

� to compare different candidate vaccines; and
� to test whether vaccines effective in one population are
effective in other populations.

Guidance Point 4: Research protocols and study
populations

In order to conduct HIV vaccine research in an
ethically acceptable manner, the research protocol
should be scientifically appropriate, and the desired
outcome of the proposed research should potentially
benefit the population from which research
participants are drawn.

Furthermore, the selection of the research population
should be based on the fact that its characteristics are rel-
evant to the scientific issues raised; and the results of the
researchwill potentially benefit the selectedpopulation. In
this sense, the research protocol should:
� justify the selection of the research population from a
scientific point of view

� outline how the risks undertaken by the participants of
that population are balanced by the potential benefits to
that population

� address particular needs of the proposed research popu-
lation

� demonstrate how the candidate vaccine being tested is
expected to be beneficial to the population in which test-
ing occurs, and

� establish safeguards for the protection of research partic-
ipants from potential harm arising from the research.

These general principles will be further elaborated below.

Involvement of community representatives should not be
seen as a single encounter, nor as one-directional. The
orientation of community involvement should be one of
partnership – towards mutual education and consensus-
building regarding all aspects of the vaccine development
programme. There should be established a continuing fo-
rum for communication and problem-solving on all as-
pects of the vaccine development programme from phase
I through phase III and beyond, to the distribution of a
safe, effective, licensed vaccine. All participating parties
should define the nature of this ongoing relationship. It

Guidance Point 5: Community participation

To ensure the ethical and scientific quality of proposed
research, its relevance to the affected community, and
its acceptance by the affected community, community
representatives should be involved in an early and
sustained manner in the design, development,
implementation, and distribution of results of HIV
vaccine research.
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should include appropriate representation of the commu-
nity on committees charged with the review, approval, and
monitoring of the HIV vaccine research. Like investigators
andsponsors, communities shouldassumeappropriate re-
sponsibility for assuring the successful completion of the
trial and of the programme.

Appropriate community representatives should be de-
termined through a process of broad consultation. Mem-
bers of the community who may contribute to a vaccine
development process include representatives of the re-
searchpopulationeligible to serveas researchparticipants,
other members of the community who would be among
the intended beneficiaries of the developed vaccine, rele-
vant nongovernmental organizations, persons living with
HIV/AIDS, community leaders, public health officials, and
those who provide health care and other services to people
living with and affected by HIV.

Participation of the community in the planning and im-
plementation of a vaccine development strategy can pro-
vide the following benefits:
� information regarding thehealthbeliefs andunderstand-
ing of the study population

� input into the design of the protocol
� input into an appropriate informed consent process
� insight into the design of risk reduction interventions
� effective methods for disseminating information about
the trial and its outcomes

� information to the community-at-large on the proposed
research

� trust between the community and researchers
� equity in choice of participants
� equity in decisions regarding level of standardof care and
treatment and its duration, and

� equity in plans for applying results and vaccine distribu-
tion.

Guidance Point 6: Scientific and ethical review

HIV preventive vaccine trials should only be carried
out in countries and communities that have the
capacity to conduct appropriate independent and
competent scientific and ethical review.

Proposed HIV vaccine research protocols should be re-
viewed by scientific and ethical review committees that
are located in, and include membership from, the coun-
try and community where the research is proposed to take
place. This process ensures that the proposed research is
analysed from the scientific and ethical viewpoints by in-
dividualswho are familiarwith the conditions prevailing in
the potential research population.

Some countries do not currently have the capacity to
conduct independent, competent and meaningful scien-
tific and ethical review. If the country’s capacity for scien-
tific and ethical review is inadequate, the sponsor should
be responsible for ensuring that adequate structures are
developed in the host country for scientific and ethical re-
view prior to the start of the research. Care should be taken
to minimize the potential for conflicts of interest, while
providing assistance in capacity-building for scientific and
ethical review. Capacity-building for scientific and ethical
review may also be developed in collaboration with inter-
national agencies, organizations within the host country,
and other relevant parties.

Guidance Point 7: Vulnerable populations

Where relevant, the research protocol should describe
the social contexts of a proposed research population
(country or community) that create conditions for
possible exploitation or increased vulnerability among
potential research participants, as well as the steps
that will be taken to overcome these and protect the
dignity, safety, and welfare of the participants.

Some countries or communities, often described as “de-
veloping”, have been perceived as inappropriate partici-
pants for some phases of clinical research, due to a real or
perceived increased level of vulnerability to exploitation or
harm. The usefulness of the “ developing/developed” ter-
minology for assessing risk of harm and exploitation, how-
ever, is limited. It refers primarily to economic considera-
tions,whicharenot theonly relevant factors inHIVvaccine
research. It also establishes two fixed categories, whereas
in reality, countries and communities are distributed along
a spectrum, characterized by a variety of different factors
thataffect risk. It ismoreuseful to identify the particularas-
pects of a social context that create conditions for exploita-
tion or increased vulnerability for the pool of participants
that has been selected. These aspects should be described
in the protocol, as should the measures that will be taken
to overcome them. In some potential research populations
(countries or communities), conditions affecting potential
vulnerability or exploitationmaybe so severe that ensuring
adequate safeguards is not possible. In such populations,
HIV preventive vaccine research should not be conducted.

Some factors to be considered are those listed in Guid-
ance Point 3 which influence the disparity in real or per-
ceived power as between sponsors and host countries, as
well as the factors listed below that can also increase the
nature and level of risk of harm to participants:
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� governmental, institutional or social stigmatization or
discrimination on the basis of HIV status

� inadequate ability to protect HIV-related human rights,
andtopreventHIV-relateddiscriminationandstigma, in-
cludingthosearising fromparticipation inanHIVvaccine
trial

� social and legal marginalization of groups from which
participants might be drawn, e.g. women, injecting drug
users, men having sex with men, sex workers

� limited availability, accessibility and sustainability of
health care and treatment options

� limited ability of individuals or groups in the community
to understand the research process

� limited ability of individuals to understand the informed
consent process

� limited ability of individuals to be able to give freely their
informed consent in the light of prevailing class, gender,
and other social and legal factors, and

� lack of meaningful national/local scientific and ethical
review.

Initial stages in a vaccine development programme entail
research in laboratories and among animals. The transi-
tion from this preclinical phase to a phase I clinical trial, in
which testing involves the administration of the candidate
vaccine to human subjects to assess safety and immuno-
genicity, is a time when risks may not be yet well defined.
Furthermore, specific infrastructures are often required in
order to ensure the safety and care of the research partici-
pants at these stages. For these reasons, the first adminis-
trationofacandidateHIVvaccine inhumansshouldgener-
ally be conducted in less vulnerable research populations,
usually in the country of the sponsor.

There may be situations, however, where developing
countries choose to conduct phases I/II and/or III (large-
scale trials to assess efficacy) among their populations that
are relatively vulnerable to risk and exploitation. For in-
stance, thiscouldoccurwhereanexperimentalHIVvaccine
is directed primarily towards a viral strain that does not ex-
ist in the sponsor country but does exist in the potential
host country. Conducting phase I/II trials in the country
where the strain exists may be the only way to determine
whether safety and immunogenicity are acceptable in that
particular population, prior to conducting a phase III trial.
A country may also decide that, due to the high level of
HIV risk to its population and the gravity of HIV/AIDS al-
ready in country, it is willing to test a vaccine concept that
is not being tested in another country. Such a decision may
result in obvious benefits to the country in question if an
effective vaccine is found. Itmay also provide an important
capacity-buildingexperience, if phase Iorphase II trials are

Guidance Point 8: Clinical trial phases

As phases I, II, and III in the clinical development of a
preventive vaccine all have their own particular
scientific requirements and specific ethical challenges,
the choice of study populations for each trial phase
should be justified in advance in scientific and ethical
terms in all cases, regardless of where the study
population is found. Generally, early clinical phases of
HIV vaccine research should be conducted in
communities that are less vulnerable to harm or
exploitation, usually within the sponsor country.
However, countries may choose, for valid scientific
and public health reasons, to conduct any phase
within their populations, if they are able to ensure
sufficient scientific infrastructure and sufficient
ethical safeguards.

conducted in a host country prior to a phase III trial being
initiated there.

Establishinga vaccinedevelopmentprogramme that en-
tails the conduct of some, most, or all of its clinical trial
components in a country or community that is relatively
vulnerable to harm or exploitation is ethically justified if:
� the vaccine is anticipated to be effective against a strain
of HIV that is an important public health problem in the
country

� thecountryand thecommunityeitherhave, orwithassis-
tance can develop or be provided with, adequate scien-
tific and ethical capability and administrative and health
infrastructure for the successful conduct of the proposed
research

� communitymembers, policymakers, ethicists and inves-
tigators in the country have determined that their resi-
dentswill beadequatelyprotected fromharmorexploita-
tion, and that the vaccine development programme is
necessary for and responsive to the health needs and pri-
orities in their country; and

� all other conditions for ethical justification as set forth in
this document are satisfied.

Incases inwhich it isdecided tocarryoutphase Iorphase II
trials first in a country other than the sponsor country, due
considerationshouldbegiventoconducting themsimulta-
neously in thecountryof thesponsor,where this ispractical
and ethical. Also, when the host country or community is
not familiar with conducting biomedical research in hu-
man subjects, phase I/II trials that have been performed in
the country of the sponsor should ordinarily be repeated
in the community in which the phase III trials are to be
conducted.
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Participation in HIV preventive vaccine research may in-
volve physiological, psychological and social risks.With re-
gard to the physiological risks, the purpose of an HIV pre-
ventive vaccine is to induce an immunological response
in the human body to counteract the HIV virus if it enters
the body, or to prevent it from entering at all. Vaccines cur-
rently being considered for human trials are not capable of
causing infection, i.e. they do not include replicating HIV.2

Several candidate HIV vaccines have been tested in lab-
oratories, and some have been tested in human subjects.
Not all of these candidate vaccines are the same, and not
all candidate vaccines carry the same risks for harm. Thus
far, however, significant adverse biological effects have not
beenobserved.Nevertheless, someof themore likely phys-
iological risks of participating in vaccine research include
the following:

Guidance Point 9: Potential harms

The nature, magnitude, and probability of all potential
harms resulting from participation in an HIV
preventive vaccine trial should be specified in the
research protocol as fully as can be reasonably done,
as well as the modalities by which to address these,
including provision for the highest level of care to
participants who experience adverse reactions to the
vaccine, compensation for injury related to the
research, and referral to psychosocial and legal
support, as necessary.

� A person who has received a candidate vaccine and is
thenexposed toHIVmayhaveagreater riskofdeveloping
established infection,orofprogressingmore rapidlyonce
infected, than if the vaccine had not been administered.
This potential harm has not been observed in trials thus
far.

� An HIV vaccine may require that several injections be
given over months or years, resulting in pain, occa-
sional skin reactions, and possibly other biological ad-
verse events, such as fever and malaise.

� Injuries may be sustained due to research-related activi-
ties during the course of the trial.

The potential for adverse reactions to the candidate vac-
cine, as well as possible injuries related to HIV vaccine

2 Some of the most effective viral vaccines are based on live-

attenuated viruses and some investigators have proposed a similar

approach for HIV vaccines. Any decision regarding testing a live-

attenuated HIV vaccine in humans would have to be carefully assessed

in view of the significant safety concerns associated with such a vaccine

approach.

research, should be described, as far as possible, in the re-
search protocol and fully explained in the informed con-
sent process. Both the protocol and the consent process
should also describe the nature of medical treatment to
be provided for injuries, as well as compensation for harm
incurred due to research-related activities, including the
process by which it is decided whether an injury will be
compensated. HIV infection acquired during participation
in anHIVpreventive vaccine trial shouldnot be considered
an injury subject to compensation unless it is directly at-
tributable to the vaccine itself, or to direct contamination
through research-related activities. In addition to compen-
sation for biological/medical injuries, appropriate consid-
eration should be given to compensation for social or eco-
nomic harms, e.g. job loss as a result of testing positive
following vaccine administration.

With regard topsychosocial risks, participation ina com-
plicated, lengthy trial involving intensely intimate mat-
ters, involving repeated HIV testing, and involving expo-
sure to culturally different scientific and medical concepts
may cause anxiety, stress, depression, as well as stress be-
tweenpartners inarelationship.Participation, if itbecomes
publicly known, may also cause stigma and discrimina-
tion against the participant if s/he is perceived to be HIV-
infected. Finally, some people may develop a positive HIV
test after receiving a candidate HIV vaccine, even though
they are not truly infected with HIV, i.e. a ‘false positive’
HIV test. This may result in the same negative social con-
sequences that exist for those actually HIV-infected. The
protocol should describe these, as well as ensure that the
research occurs in communities where confidentiality can
be maintained and where participants will have access to,
and can be referred to, ongoing psychosocial services, in-
cluding counselling, social support groups, and legal sup-
port. Consideration should also be given to setting up an
ombudsperson who can intervene with outside parties, if
necessary and requested, on behalf of participants, as well
as to providing documentation to participants that they
can use to show that their “false positive” is due to their
participation in research.3

Some of the activities related to the conduct of HIV vaccine
trials should benefit those who participate. At a minimum,
participants should:
� have regular and supportive contact with health care
workersandcounsellors throughout thecourseof thetrial

� receive comprehensive information regarding HIV trans-
mission and how it can be prevented

3 Whena vaccine is tested, laboratory techniques shouldbe available

todifferentiateHIV-positivity due to vaccination from that due to actual

HIV infection.



Manual for Research Ethics Committees 459

Guidance Point 10: Benefits

The research protocol should outline the benefits that
persons participating in HIV preventive vaccine trials
should experience as a result of their participation.
Care should be taken so that these are not presented in
a way that unduly influences freedom of choice in
participation.

� receiveaccesstoHIVpreventionmethods, includingmale
and female condoms, and clean injecting equipment,
where legal

� have access to a pre-agreed care and treatment package
for HIV/AIDS if they become HIV-infected while enrolled
in the trial (see Guidance Point 16)

� receive compensation for time, travel and inconvenience
for participation in the trials, and

� if the vaccine is effective, develop protective immunity to
HIV.

A vaccine with proven efficacy in preventing infection or
disease from HIV does not currently exist. Therefore, the
use of a placebo control arm is ethically acceptable in ap-
propriately designed protocols.

Guidance Point 11: Control group

As long as there is no known effective HIV preventive
vaccine, a placebo control arm should be considered
ethically acceptable in a phase III HIV preventive
vaccine trial. However, where it is ethically and
scientifically acceptable, consideration should be
given to the use in the control arm of a vaccine to
prevent a relevant condition apart from HIV.

Participants in the control arm of a future phase III
HIV preventive vaccine trial should receive an HIV vaccine
known to be safe and effective when such is available, un-
less there are compelling scientific reasons which justify
the use of a placebo. Compelling scientific reasons to use
a placebo rather than a known effective HIV vaccine in the
research population include the following:
� The effective HIV vaccine is not believed to be effective
against the virus that is prevalent in the research popula-
tion.

� Thereareconvincingreasonstobelievethat thebiological
conditions that prevailed during the initial trial demon-
strating efficacy were so different from the conditions in
the proposed research population that the results of the
initial trial cannotbedirectly applied to the researchpop-
ulation under consideration.

In an effort to address the concern of lack of benefit to
those randomlyplaced inaplacebocontrolarm,apart from
the benefits described in Guidance Point 10, it is recom-
mended that the provision to these persons of another vac-
cine, such as for hepatitis B or tetanus, be considered. The
appropriateness of such a step should be analysed in terms
of the scientific requirements of the trial, the health needs
of the population of participants, and the balance of bene-
fits and risks to the active versus control arms of the trial.

A process of consultation between community representa-
tives, researchers, sponsor(s) and regulatory bodies should
be used to design an effective informed consent strategy
andprocess. Issues such as illiteracy, language and cultural
barriers, anddiminishedpersonal autonomyshouldbead-
dressed in this consultative process. In somecommunities,
special efforts may be required to achieve adequate under-
standing of ‘cause and effect’, ‘contagion’, ‘placebo’, ‘double
blind’, and other concepts involved in the scientific design
of the research.

HIV preventive vaccine trials require informed consent
at a number of stages. The first stage consists of screening
candidates for eligibility for participation in the trial,which
will involve, among other things, an assessment of the in-
dividual’s risk-taking behaviour and a test for HIV status.
Informed consent should be obtained during this screen-
ing process after the candidate has received all material
information regarding the screening procedures, as well as
an outline of the vaccine trial in which he will be invited to
enrol, if found eligible. Fully informed consent should also
be given for the test forHIV status,which should alsobe ac-
companied by pre-and post-test counselling, and referral
to clinical and social support services, if found positive.

The second stage at which informed consent is required
occurs once a person is judged eligible for enrolment.

Guidance Point 12: Informed consent

Independent and informed consent based on
complete, accurate, and appropriately conveyed and
understood information should be obtained from
each individual while being screened for eligibility for
participation in an HIV preventive vaccine trial, and
before s/he is actually enrolled in the trial. Efforts
should be taken to ensure throughout the trial that
participants continue to understand and to participate
freely as the trial progresses. Informed consent, with
pre- and post-test counselling, should also be
obtained for any testing for HIV status conducted
before, during, and after the research.
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That individual should then be given full information con-
cerning the nature and length of participation in the trial,
including the risks and benefits posed by participation, so
that s/he is able to give informed consent to participate.

Once enrolled, efforts should then be made throughout
the trial to obtain assurance that the participation contin-
ues to be on a basis of free consent and understanding of
what is happening. Informed consent, with pre- and post-
test counselling, should also be given for any repeated tests
for HIV status. Throughout all stages of the trial and con-
sent process, there should be assurance by the investigator
that the information is understood before consent is given.

In some communities, it is customary to require the au-
thorization of a third party, such as a community elder, in
order for investigators to enter the community to invite in-
dividual members to participate in research. Other situa-
tions which make individual informed consent difficult
include those in which an individual requires approval of
another person or group in order to make decisions, where
there is coercion, and where there is a cultural tradition
of sharing risks and responsibilities, e.g. in some cultures
where men hold the prerogative in marital relationships,
where there is parental control of women, and/or where
there are strong influences by community and/or religion
or hierarchy (see Guidance Point 13). Such authorization
or influence must not be used as a substitute for individual
informed consent. Nor should trials be conducted where
truly individual and free consent cannot be obtained. Au-
thorization by a third party in place of individual informed
consent is permissible only in the case of someminorswho
have not attained the legal age of consent to participate in
a trial. In cases where it is proposed that minors will be en-
rolledasresearchparticipants, specificandfull justification
for their enrolment must be given, and their own consent
must be obtained in light of their evolving capacities (see
Guidance Point 18).

In addition to the standard content of informed consent,
prior to participation in anHIV vaccine trial, eachprospec-
tive participant must be informed, using appropriate lan-
guage and technique, of the following specific details:
� Prospective participants of phase II and III trials of HIV
preventive vaccines should be informed that they have
beenchosenasprospectiveparticipantsbecause they are
at relatively high risk of HIV infection.

� Prospectiveparticipants forphase I, II andIII trials should
be informed that they will receive counselling and access
to the means of risk reduction (in particular, male and
female condoms, and clean injecting equipment, where
legal) concerning how to reduce their risk of infection;
and that in spite of these risk reduction efforts, some of
the participants may become infected, particularly in the

caseofphaseIII trialswhere largenumbersofparticipants
at high risk are participating.

� They should be informed that it is not known whether
the experimental vaccine will prevent HIV infection or
disease, and further, that some of the participants will
receive a placebo instead of the candidate HIV vaccine,
when such is the case.

� They should be informed of the specific risks for phys-
ical harm, as well as for psychological and social harm,
and of the types of treatment and compensation that are
available for harm, and of services to which they may be
referred should harm occur.

� AllprospectiveparticipantsofphaseI, IIorIII trialsshould
be informed of the nature and duration of care and treat-
ment that is available, and how it can be accessed, if they
become infected with HIV during the course of the trial
(see Guidance Point 16).

Guidance Point 13: Informed consent – special
measures

Special measures should be taken to protect persons
who are, or may be, limited in their ability to provide
informed consent due to their social or legal status.

Thereareseveral categoriesofpersonswhoare legallycom-
petent to consent to participate in a trial, and who have
sufficient cognitive capacity to consent, but who may have
limitations in their freedom to make independent choices.
Those who plan, review, and conduct vaccine trials should
be alert to the problems presented by the involvement of
such persons, and either exclude such persons, if their vul-
nerability cannot be addressed, or take appropriate steps
to ensure meaningful and independent ongoing informed
consent, respect their rights, foster their well-being, and
protect them from harm. The following are individuals or
groups who should be given extra consideration with re-
gard to their ability to provide informed consent in HIV
preventive vaccine trials:
� Persons who are junior or subordinate members of hier-
archical structuresmay be vulnerable to undue influence
or coercion in that they may fear retaliation if they refuse
cooperationwithauthorities.Suchpersons includemem-
bers of the armed forces, students, government employ-
ees, prisoners, and refugees.

� Persons who engage in illegal or socially stigmatized ac-
tivities are vulnerable toundue influenceand threatspre-
sented by possible breaches of confidentiality and action
by legal forces. Such persons include sex workers, intra-
venous drug users, and men who have sex with men.
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� Persons who are impoverished or dependent on welfare
programmes are vulnerable to being unduly influenced
by offers of what others may consider modest material or
health inducements.

� Women living in cultures where their autonomy as indi-
viduals is not sufficiently recognized are vulnerable to in-
fluence and coercion from male partners, family, or com-
munity members.

Stepsthatmightbetakentoensurethatongoingfreeandin-
formed consent is given by participants from these groups
include:
� appointment of an independent ombudsperson and/or
group to monitor these issues

� expansion of the responsibilities of the clinical trial mon-
itor to include adherence to the informed consent and
counselling process, or appointment of an independent
counselling monitor

� training of the counsellors on these issues, and
� group counselling and/or interaction with local NGOs
representing thegroups fromwhich suchparticipants are
drawn.

Reducing the risk of HIV infection throughout the trial
among participants is an essential ethical component of
HIV preventive vaccine trials. All trial participants should
receivecomprehensivecounsellingconcerningmethodsof
decreasing the risk of transmission of HIV. This should in-
clude the basic principles of safe sexual practice and safe
use of injection equipment, as well as education concern-
ing general health and treatment of sexually transmitted
infections (STIs). Investigators should provide trial par-
ticipants appropriate access to condoms, sterile injecting
equipment (where legal) and treatment for other STIs. All
trial participants should also be counselled prior to en-
rolling in a clinical trial regarding the potential benefits
and risks of post-exposure prophylaxis with antiretroviral
medication, and how it can be accessed in the community.

Guidance Point 14: Risk-reduction interventions

Appropriate risk-reduction counselling and access to
prevention methods should be provided to all vaccine
trial participants, with new methods being added as
they are discovered and validated.

The technique and frequency of counselling should
be agreed upon by the community-host government-
investigator-sponsor partnership, and should be based
upon reliable information about the prevailing social
and behavioural characteristics of the study population.
Consideration should be given to providing counselling

through an agency or organisation that is independent of
the investigators in order to prevent any real or perceived
conflict of interest. Local capacity should be developed to
employ suchmeans in a culturally suitable and sustainable
fashion, guided by the best scientific data.

The provision of counselling to reduce risk should be
monitored to ensure quality and to minimize the potential
conflictof interestbetweentherisk-reductiongoalsandthe
vaccine trial’s scientific goals. As new methods of preven-
tion are discovered and validated, these must be added to
the preventive methods being offered to trial participants.

The value of informed consent depends primarily on the
ongoingqualityof theprocessbywhich it is conducted,and

Guidance Point 15: Monitoring informed consent
and interventions

A plan for monitoring the initial and continuing
adequacy of the informed consent process and
risk-reduction interventions, including counselling
and access to prevention methods, should be agreed
upon before the trial commences.

notsolelyonthestructureandcontentof the informedcon-
sent document. The informed consent process should be
designed to empower participants to allow them to make
appropriate decisions. Similarly, there are many ways in
which risk reduction (counselling and access to means of
prevention) can be conducted, with some methods being
more effective than others in conveying the relevant infor-
mation and in reducing risk behaviour.

Amethodformonitoringtheadequacyof theseprocesses
should be designed and agreed upon by the community-
host-government-investigator-sponsor partnership. Con-
sideration should be given to the expansion of the respon-
sibilities of the clinical trial monitor to include adherence
to the informed consent and counselling process, and/or
the appointment of an independent counselling monitor,
as suggested in Guidance Point 13. The appropriateness of
such plans should be determined by the scientific and eth-
ical review committees that are responsible for providing
prior and continuing reviewof the trial. This recommenda-
tion supplements the usual guidelines for the monitoring
of vaccine trials for safety and compliance with scientific
and ethical standards and regulatory requirements.

Sponsors need to ensure care and treatment for partici-
pants who become HIV-infected during the course of the
trial. At present, there is no universal consensus regarding
the levelofcareandtreatment thatshouldbeprovided.This
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was evidenced at the UNAIDS-sponsored regional work-
shops to discuss ethical issues in preventive HIV vaccine
trials at which the following three different conclusions
were reached. Care and treatment for those who become
infected should be provided:

Guidance Point 16: Care and treatment

Care and treatment for HIV/AIDS and its associated
complications should be provided to participants in
HIV preventive vaccine trials, with the ideal being to
provide the best proven therapy, and the minimum to
provide the highest level of care attainable in the host
country in light of the circumstances listed below. A
comprehensive care package should be agreed upon
through a host/community/ sponsor dialogue which
reaches consensus prior to initiation of a trial, taking
into consideration the following:
� level of care and treatment available in the sponsor
country

� highest level of care available in the host country
� highest level of treatment available in the host coun-
try, including the availablity of antiretroviral therapy
outside the research context in the host country

� availability of infrastructure to provide care and treat-
ment in the context of research

� potentialdurationandsustainabilityofcareandtreat-
ment for the trial participant.

� at the level of that offered in the sponsor country, and
should include preventive risk behaviour counselling,
general HIV care and treatment, post-exposure prophy-
laxis and antiretroviral therapy, according to the best sci-
entific evidence for effectiveness available at the time of
the trial; and should last at least for the duration for the
trial, and longer, if so negotiated

� at a level decided upon by the host country, e.g. it might
include immunologicalmonitoring, physician visits, pre-
vention and treatment of opportunistic infections, and
palliative care, but not necessarily antiretroviral therapy;
and should be made reasonably available for the lifetime
of the participants

� ata levelconsistentwiththatavailable inthehostcountry;
there is no imperative to provide a level of care consistent
with that in the sponsoring country, or with the highest
available in the world.

Competing considerations that have led to disagreement
about the standard of care and treatment include:
� the need to achieve equity in care and treatment for all
participants inHIVvaccine trials globally; inparticular, to

achieveequitybetweenpotentialparticipants fromspon-
sor countries and host countries

� anethicalobligationofsponsors toprovidecareandtreat-
ment according to their resources

� concern that a high level of care and treatment will con-
stitute undue incentives and inducements for countries
and communities to participate

� concern that governments might abdicate on their re-
sponsibility to provide care and treatment if sponsors fill
this role

� governments’ desire to be able to attract research into
their countries in order to address the critical need of
their populations for an HIV preventive vaccine

� the rightandresponsibilityof sovereignnationsandcom-
munities to determine for themselves the balance of risks
and benefits they are willing to accept.

Inthelightof thesecompetingconcerns, it is recommended
that:
� A consensus on the standard/level of care and treatment,
itsduration,andwhowillbearthecostsshouldbereached
prior to a decision to host HIV vaccine development.

� This consensus should emerge from an extensive dia-
logue involving the above-mentioned competing con-
cerns among sponsors, and representatives from the
potential host country and communities from which po-
tential trialparticipantswouldbedrawn,e.g. government
officials, national scientific and ethical communities,
affected populations, relevant NGOs, local religious and
community leaders.

� Such a consensus should aim for achieving, as closely as
possible, the ideal of provision of the best proven therapy
for trial participants, in the light of relevant conditions
and concerns.

� Sponsors should seek, at a minimum, to ensure access
to a level of care and treatment that approaches the best
proven care and treatment that are attainable in the po-
tential host country.

� Those participating in the planning of vaccine develop-
ment programmes should seek to provide a comprehen-
sive care and treatment package based, at a minimum,
on standards of care developed by the community, but
also taking into account the additional resources and
higherstandardsbroughtby thesponsor into theresearch
setting.

� Sponsors should contribute to the building up of both
the research capacity and the health care delivery capa-
city of the community where the research is to be carried
out, in such a way that they become integrated into the
infrastructure of the community.

Such a care and treatment package should include, but not
be limited to, some or all of the following items, depending
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on the type of research, the setting, and the consensus
reached by all interested parties before the trials begin:
� counselling
� preventive methods and means
� treatment for other STIs
� tuberculosis prevention and treatment
� prevention/treatment of opportunistic infections
� nutrition
� palliative care, including pain control and spiritual care
� referral to social and community support
� family planning
� home-based care
� antiretroviral therapy

Women, including pregnant women, potentially pregnant
women and breast-feeding women, should be eligible for
enrolment in HIV preventive vaccine trials, both as a mat-
terofequityandbecause inmanycommunities throughout
the world women are at high risk of HIV infection. There-
fore, the safety, immunogenicity, and efficacy of candidate
vaccines should be established for women, and for their
fetus and breast-fed child, where applicable. In these situ-
ations, the clinical trials should be designedwith the intent
of establishing the effects of the candidate vaccine on the
healthof thewomanand the fetusand/orbreast-fed infant,
where applicable.

Guidance Point 17: Women

As women, including those who are potentially
pregnant, pregnant, or breast-feeding, should be
recipients of future HIV preventive vaccines, women
should be included in clinical trials in order to verify
safety, immunogenicity, and efficacy from their
standpoint. During such research, women should
receive adequate information to make informed
choices about risks to themselves, as well as to their
fetus or breast-fed infant, where applicable.

Although the enrolment of pregnant, potentially pregnant,
or breast-feeding women complicates the analysis of risks
and benefits, because both the women and the fetus or in-
fant could be benefited or harmed, such women should be
viewed as autonomous decision-makers, capable of mak-
ing an informed choice for themselves and for their fetus
or child. As with all research participants, steps should be
taken to ensure that pregnant or breast-feeding women
who are enrolled in vaccine trials are capable of giving in-
formedconsent,as indicated inGuidance Points 12and13.
Furthermore, in order for (pregnant) women to be able to
make an informed choice for their fetus/breast-fed infant,

they should be duly informed about any potential for tera-
togenesis and other risks to the fetus, and/or the breast-
fed infant. If there are risks related to breast-feeding, they
should be informed of the availability of nutritional substi-
tutes and other supportive services.

Children4, including infantsandadolescents, shouldbeeli-
gible for enrolment inHIVpreventive vaccine trials, bothas
a matter of equity and as a function of the fact that in many
communities throughout theworldchildrenareathigh risk
of HIV infection. Infants born to HIV-infected mothers are
at risk of becoming infected during birth and during the
post-partum period through breast-feeding. Many adoles-
cents are also at high risk of infection due to sexual activity,
lack of access toHIVprevention education andmeans, and
engagement in injecting drug use.

Guidance Point 18: Children

As children should be recipients of future HIV
preventive vaccines, children should be included in
clinical trials in order to verify safety, immunogenicity,
and efficacy from their standpoint. Efforts should be
taken to design vaccine development programmes
that address the particular ethical and legal
considerations relevant for children, and safeguard
their rights and welfare during participation.

Therefore, vaccine development programmes should con-
sider the needs of children for an effective HIV vaccine;
should explore the legal, ethical and health considerations
relevant to their participation in vaccine research; and
should enrol children in clinical trials designed to establish
safety, immunogencity, and efficacy for their age groups,
once they can be so enrolled in terms ofmeeting the health
needs and ethical considerations relevant to their situa-
tion. Those designing vaccine development programmes
that might include children should do so in consultation
with groups dedicated to the protection and promotion of
the rights andwelfare of children, both at international and
national levels.

Unless exceptions are authorized by national legislation
in the host country, consent to participate in an HIV vac-
cine trial must be secured from the parent or guardian of a
child who is a minor before the enrolment of the child as a
participant in a vaccine trial. The consent of one parent is

4 As defined by the Convention on the Rights of the Child, Article 1:

“. . . a child means every human being below the age of eighteen years

unless,underthe lawapplicable tothechild,majority isattainedearlier.”



464 Manual for Research Ethics Committees

generally sufficient, unless national law requires the con-
sentof both. Every effort shouldbemade toobtain consent
to participate in the trial also from the child according to
the evolving capacities of the child.

In some jurisdictions, individuals who are below the age
of consent areauthorized to receive,without theconsentor
awareness of their parents or guardians, such medical ser-
vicesasabortion,contraception, treatmentfordrugoralco-
hol abuse, treatment of sexually transmitted diseases, etc.
In some of these jurisdictions, such minors are also autho-
rized to consent to serve as participants in research in the
samecategorieswithout the agreementor the awarenessof
their parents or guardians provided the research presents
no more than “minimal risk”. However, such authorization
does not justify the enrolment of minors as participants
in vaccine trials without the consent of their parents or
guardians.

In some jurisdictions, some individuals who are below
the general age of consent are regarded as “emancipated”
or “mature” minors and are authorized to consent with-
out the agreement or even the awareness of their parents
or guardians. These may include those who are married,
parents, pregnant or living independently. When autho-
rizedbynational legislation,minors inthesecategoriesmay

consent to participation in vaccine trials without the per-
mission of their parents or guardians.

The Joint United Nations Programme on HIV/AIDS
(UNAIDS) is the leading advocate for global action on
HIV/AIDS. It brings together seven UN agencies in a com-
mon effort to fight the epidemic: the United Nations Chil-
dren’s Fund (UNICEF), the United Nations Development
Programme (UNDP), the United Nations Population Fund
(UNFPA), the United Nations International Drug Control
Programme (UNDCP), the United Nations Educational,
Scientific and Cultural Organization (UNESCO), the World
Health Organization (WHO) and the World Bank.

UNAIDSbothmobilizes theresponses to theepidemicof its
seven cosponsoring organizations and supplements these
efforts with special initiatives. Its purpose is to lead and as-
sist anexpansionof the international response toHIVonall
fronts: medical, public health, social, economic, cultural,
political and human rights. UNAIDS works with a broad
range of partners – governmental and NGO, business, sci-
entific and lay – to share knowledge, skills andbest practice
across boundaries.

Produced with environment friendly materials

Joint United Nations Programme on HIV/AIDS (UNAIDS)

UNAIDS - 20 avenue Appia - 1211 Geneva 27 - Switzerland

Telephone: (+41 22) 791 46 51 - Fax: (+41 22) 791 41 87

E-mail: unaids@unaids.org - Internet: http://www.unaids.org
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2002 international ethical guidelines for biomedical
research involving human subjects

Council for International Organisations of Medical Sciences (CIOMS)

See the CIOMS website for the complete text of the publi-
cation. http://www.cioms.ch/

Guideline 1: Ethical justification and scientific validity
of biomedical research involving human beings

The ethical justification of biomedical research involving
human subjects is the prospect of discovering new ways
of benefiting people’s health. Such research can be eth-
ically justifiable only if it is carried out in ways that re-
spect and protect, and are fair to, the subjects of that re-
search and aremorally acceptablewithin the communities
inwhich the research is carried out.Moreover, because sci-
entifically invalid research is unethical in that it exposes
research subjects to risks without possible benefit, inves-
tigators and sponsors must ensure that proposed studies
involving human subjects conform to generally accepted
scientific principles and are based on adequate knowledge
of the pertinent scientific literature.

Commentary on Guideline 1

Among the essential features of ethically justified research
involving human subjects, including research with iden-
tifiable human tissue or data, are that the research offers
a means of developing information not otherwise obtain-
able, that the design of the research is scientifically sound,
and that the investigators andother researchpersonnel are
competent. The methods to be used should be appropri-
ate to the objectives of the research and the field of study.
Investigators and sponsors must also ensure that all who
participate in the conduct of the research are qualified by
virtue of their education and experience to perform com-
petently in their roles. These considerations should be

c© Council for International Organisations of Medical Sciences.

adequately reflected in the researchprotocol submitted for
review and clearance to scientific and ethical review com-
mittees (Appendix I).
Scientific review is discussed further in the Commen-

taries to Guidelines 2 and 3: Ethical review committees
and Ethical review of externally sponsored research. Other
ethical aspects of research are discussed in the remaining
guidelines and their commentaries. The protocol designed
for submission for review and clearance to scientific and
ethical review committees should include, when relevant,
the items specified in Appendix I, and should be carefully
followed in conducting the research.

Guideline 2: Ethical review committees

All proposals to conduct research involving human sub-
jects must be submitted for review of their scientific merit
and ethical acceptability to one or more scientific review
and ethical review committees. The review committees
must be independent of the research team, and any direct
financial or other material benefit they may derive from
the research should not be contingent on the outcome of
their review. The investigator must obtain their approval
or clearance before undertaking the research. The ethical
review committee should conduct further reviews as nec-
essary in the course of the research, including monitoring
of the progress of the study.

Commentary on Guideline 2

Ethical review committees may function at the institu-
tional, local, regional, or national level, and in some cases
at the international level. The regulatory or other gov-
ernmental authorities concerned should promote uniform
standards across committees within a country, and, under
all systems, sponsors of research and institutions in which

467
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the investigators are employed should allocate sufficient
resources to the review process. Ethical review committees
may receive money for the activity of reviewing protocols,
but under no circumstances may payment be offered or
accepted for a review committee’s approval or clearance of
a protocol.

Scientific review According to the Declaration of Helsinki
(Paragraph 11), medical research involving humans must
conform to generally accepted scientific principles, and be
based on a thorough knowledge of the scientific literature,
other relevant sources of information, and adequate labo-
ratory and, where indicated, animal experimentation. Sci-
entific review must consider, inter alia, the study design,
including the provisions for avoiding or minimizing risk
and for monitoring safety. Committees competent to re-
view and approve scientific aspects of research proposals
must be multidisciplinary.

Ethical review The ethical review committee is respon-
sible for safeguarding the rights, safety, and well-being of
the research subjects. Scientific review and ethical review
cannot be separated: scientifically unsound research in-
volving humans as subjects is ipso facto unethical in that it
may expose them to risk or inconvenience to no purpose;
even if there is no risk of injury, wasting of subjects’ and
researchers’ time in unproductive activities represents loss
of a valuable resource. Normally, therefore, an ethical re-
view committee considers both the scientific and the eth-
ical aspects of proposed research. It must either carry out
a proper scientific review or verify that a competent ex-
pert body has determined that the research is scientifically
sound. Also, it considers provisions for monitoring of data
and safety.
If the ethical review committee finds a research pro-

posal scientifically sound, or verifies that a competent ex-
pert body has found it so, it should then consider whether
any known or possible risks to the subjects are justified
by the expected benefits, direct or indirect, and whether
the proposed research methods will minimize harm and
maximize benefit. (See Guideline 8: Benefits and risks of
study participation.) If the proposal is sound and the bal-
ance of risks to anticipated benefits is reasonable, the
committee should then determine whether the proce-
dures proposed for obtaining informed consent are satis-
factory and those proposed for the selection of subjects are
equitable.

Ethical review of emergency compassionate use of an in-
vestigational therapy In some countries, drug regulatory
authorities require that the so-called compassionate or

humanitarian use of an investigational treatment be re-
viewed by an ethical review committee as though it were
research. Exceptionally, a physician may undertake the
compassionate use of an investigational therapy before
obtaining the approval or clearance of an ethical review
committee, provided three criteria aremet: a patient needs
emergency treatment, there is some evidence of possible
effectiveness of the investigational treatment, and there is
no other treatment available that is known to be equally ef-
fective or superior. Informed consent should be obtained
according to the legal requirements and cultural standards
of the community in which the intervention is carried out.
Within one week the physician must report to the ethical
review committee the details of the case and the action
taken, and an independent health-care professional must
confirminwritingtotheethical reviewcommitteethetreat-
ing physician’s judgment that the use of the investigational
intervention was justified according to the three specified
criteria. (See alsoGuideline 13 Commentary section:Other
vulnerable groups.)

National (centralized) or local review Ethical review com-
mitteesmay be created under the aegis of national or local
health administrations, national (or centralized) medical
research councils or other nationally representative bod-
ies. In a highly centralized administration a national, or
centralized, review committeemay be constituted for both
the scientific and the ethical review of research protocols.
Incountrieswheremedical research isnotcentrallyadmin-
istered, ethical review is more effectively and conveniently
undertaken at a local or regional level. The authority of a
local ethical review committee may be confined to a sin-
gle institution or may extend to all institutions in which
biomedical research is carried out within a defined geo-
graphical area. The basic responsibilities of ethical review
committees are:
– todeterminethatallproposedinterventions,particularly
the administration of drugs and vaccines or the use of
medical devices or procedures under development, are
acceptably safe to be undertaken in humans or to verify
that another competent expert body has done so;

– to determine that the proposed research is scientifically
sound or to verify that another competent expert body
has done so;

– to ensure that all other ethical concerns arising from a
protocol are satisfactorily resolved both in principle and
in practice;

– toconsider thequalificationsof the investigators, includ-
ing education in the principles of research practice, and
the conditionsof the research sitewitha view toensuring
the safe conduct of the trial; and
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– to keep records of decisions and to take measures to fol-
low up on the conduct of ongoing research projects.

Committee membership National or local ethical review
committees shouldbe socomposedas tobeable toprovide
complete and adequate review of the research proposals
submittedtothem.It isgenerallypresumedthat theirmem-
bership should include physicians, scientists and other
professionals such as nurses, lawyers, ethicists and clergy,
aswell as laypersonsqualified to represent the cultural and
moralvaluesof thecommunityandtoensure that therights
of the research subjects will be respected. They should in-
cludebothmenandwomen.Whenuneducatedor illiterate
persons form the focus of a study they should also be con-
sidered for membership or invited to be represented and
have their views expressed.
A number of members should be replaced periodically

with the aimof blending the advantages of experiencewith
those of fresh perspectives.
A national or local ethical review committee responsible

for reviewing and approving proposals for externally spon-
sored research should have among its members or consul-
tantspersonswhoare thoroughly familiarwith thecustoms
and traditions of the population or community concerned
and sensitive to issues of human dignity.
Committees that often review research proposals di-

rected at specific diseases or impairments, such as HIV/
AIDS or paraplegia, should invite or hear the views of indi-
viduals or bodies representing patients with such diseases
or impairments. Similarly, for research involving such sub-
jects as children, students, elderly persons or employees,
committees should invite or hear the views of their repre-
sentatives or advocates.
Tomaintain the review committee’s independence from

the investigators and sponsors and to avoid conflict of in-
terest, any member with a special or particular, direct or
indirect, interest in a proposal should not take part in its
assessment if that interest could subvert themember’s ob-
jective judgment. Members of ethical review committees
should be held to the same standard of disclosure as scien-
tific and medical research staff with regard to financial or
other interests that could be construed as conflicts of in-
terest. A practical way of avoiding such conflict of interest
is for the committee to insist on a declaration of possible
conflict of interest by any of its members. A member who
makes such a declaration should then withdraw, if to do so
is clearly the appropriate action to take, either at themem-
ber’s owndiscretionor at the request of theothermembers.
Before withdrawing, the member should be permitted to
offer comments on the protocol or to respond to questions
of other members.

Multi-centre research Some research projects are de-
signed to be conducted in a number of centres in different
communities or countries. Generally, to ensure that the re-
sults will be valid, the studymust be conducted in an iden-
tical way at each centre. Such studies include clinical trials,
research designed for the evaluation of health service pro-
grammes, and various kinds of epidemiological research.
For such studies, local ethical or scientific review commit-
tees are not normally authorized to change doses of drugs,
to change inclusion or exclusion criteria, or to make other
similar modifications. They should be fully empowered to
prevent a study that they believe to be unethical.Moreover,
changes that local reviewcommitteesbelievearenecessary
toprotect the research subjects shouldbedocumentedand
reported to the research institution or sponsor responsible
for the whole research programme for consideration and
due action, to ensure that all other subjects can be pro-
tected and that the research will be valid across sites.
To ensure the validity of multi-centre research, any

change in the protocol should bemade at every collaborat-
ing centreor institution, or, failing this, explicit inter-centre
comparability procedures must be introduced; changes
made at some but not all will defeat the purpose of multi-
centre research. For some multi-centre studies, scientific
and ethical reviewmay be facilitated by agreement among
centres to accept the conclusions of a single review com-
mittee; its members could include a representative of the
ethical review committee at each of the centres at which
the research is to be conducted, aswell as individuals com-
petent to conduct scientific review. Inother circumstances,
a centralized reviewmay be complemented by local review
relating to the local participating investigators and institu-
tions. The central committee could review the study froma
scientific and ethical standpoint, and the local committees
could verify the practicability of the study in their commu-
nities, including the infrastructures, the state of training,
and ethical considerations of local significance.
In a large multi-centre trial, individual investigators will

nothaveauthority toact independently,with regard todata
analysis or to preparation and publication of manuscripts,
for instance. Such a trial usually has a set of committees
which operate under the direction of a steering committee
and are responsible for such functions and decisions. The
function of the ethical review committee in such cases is to
review the relevant plans with the aim of avoiding abuses.

Sanctions Ethical review committees generally have no
authority to impose sanctions on researchers who violate
ethical standards in the conduct of research involving hu-
mans. They may, however, withdraw ethical approval of
a research project if judged necessary. They should be
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required to monitor the implementation of an approved
protocol and its progression, and to report to institutional
orgovernmentalauthoritiesanyseriousorcontinuingnon-
compliance with ethical standards as they are reflected in
protocols that they have approved or in the conduct of
the studies. Failure to submit a protocol to the commit-
tee should be considered a clear and serious violation of
ethical standards.
Sanctions imposed by governmental, institutional, pro-

fessionalorotherauthoritiespossessingdisciplinarypower
should be employed as a last resort. Preferred methods
of control include cultivation of an atmosphere of mutual
trust, andeducationandsupport topromote in researchers
andinsponsorsthecapacity forethicalconductofresearch.
Should sanctions become necessary, they should be di-

rected at the non-compliant researchers or sponsors. They
may include fines or suspension of eligibility to receive re-
search funding, to use investigational interventions, or to
practise medicine. Unless there are persuasive reasons to
do otherwise, editors should refuse to publish the results
of research conducted unethically, and retract any articles
that are subsequently found to contain falsified or fabri-
cated data or to have been based on unethical research.
Drug regulatory authorities should consider refusal to ac-
cept unethically obtained data submitted in support of an
application for authorization to market a product. Such
sanctions, however, may deprive of benefit not only the er-
rant researcher or sponsor but also that segment of society
intended to benefit from the research; such possible con-
sequences merit careful consideration.

Potential conflicts of interest related to project support In-
creasingly, biomedical studies receive funding from com-
mercial firms. Such sponsors have good reasons to support
research methods that are ethically and scientifically ac-
ceptable, but cases have arisen in which the conditions of
funding couldhave introducedbias. Itmayhappen that in-
vestigators have little or no input into trial design, limited
access to the raw data, or limited participation in data in-
terpretation, or that the results of a clinical trial may not
be published if they are unfavourable to the sponsor’s
product. This risk of biasmay also be associatedwith other
sources of support, such as government or foundations. As
the persons directly responsible for their work, investiga-
tors shouldnot enter into agreements that interfere unduly
with their access to the data or their ability to analyse the
data independently, to prepare manuscripts, or to publish
them. Investigators must also disclose potential or appar-
ent conflicts of interest on their part to the ethical review
committee or to other institutional committees designed
to evaluate and manage such conflicts. Ethical review

committees should therefore ensure that these conditions
are met. See alsoMulti-centre research, above.

Guideline 3: Ethical review of externally
sponsored research

An external sponsoring organization and individual inves-
tigators should submit the research protocol to ethical and
scientific review in the country of the sponsoring organi-
zation, and the ethical standards applied should be no less
stringent than theywouldbe for researchcarriedout in that
country. The health authorities of the host country, as well
as a national or local ethical review committee, should en-
sure that the proposed research is responsive to the health
needs and priorities of the host country and meets the re-
quisite ethical standards.

Commentary on Guideline 3

Definition The term externally sponsored research refers
to research undertaken in a host country but sponsored,
financed, and sometimeswholly or partly carried out by an
external international or national organization or pharma-
ceutical company with the collaboration or agreement of
the appropriate authorities, institutions and personnel of
the host country.

Ethical and scientific review Committees in both the
country of the sponsor and the host country have respon-
sibility for conducting both scientific and ethical review, as
well as the authority to withhold approval of research pro-
posals that fail tomeet their scientific or ethical standards.
As far as possible, there must be assurance that the review
is independent and that there is no conflict of interest that
might affect the judgement ofmembers of the review com-
mittees in relation to any aspect of the research. When the
external sponsor isan internationalorganization, its review
of the researchprotocolmustbe inaccordancewith its own
independent ethical-review procedures and standards.
Committees in the external sponsoring country or in-

ternational organization have a special responsibility to
determine whether the scientific methods are sound and
suitable to the aims of the research; whether the drugs,
vaccines, devices or procedures to be studied meet ade-
quate standards of safety; whether there is sound justifica-
tion for conducting the research in the host country rather
than in the country of the external sponsor or in another
country; and whether the proposed research is in compli-
ance with the ethical standards of the external sponsoring
country or international organization.
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Committees in the host country have a special responsi-
bility to determine whether the objectives of the research
are responsive to the health needs and priorities of that
country. Theability to judge theethical acceptability of var-
ious aspects of a research proposal requires a thoroughun-
derstanding of a community’s customs and traditions. The
ethical review committee in the host country, therefore,
must have as either members or consultants persons with
such understanding; it will then be in a favourable position
to determine the acceptability of the proposed means of
obtaining informed consent and otherwise respecting the
rights of prospective subjects as well as of the means pro-
posed to protect the welfare of the research subjects. Such
persons should be able, for example, to indicate suitable
members of the community to serve as intermediaries be-
tween investigators and subjects, and to advise onwhether
material benefits or inducements may be regarded as ap-
propriate in the light of a community’s gift-exchange and
other customs and traditions.
When a sponsor or investigator in one country proposes

to carry out research in another, the ethical reviewcommit-
tees in the two countries may, by agreement, undertake to
review different aspects of the research protocol. In short,
in respect of host countries either with developed capacity
for independent ethical review or in which external spon-
sorsandinvestigatorsarecontributingsubstantially tosuch
capacity, ethical review in the external, sponsoring country
maybe limited to ensuring compliancewith broadly stated
ethical standards. The ethical review committee in the host
country can be expected to have greater competence for
reviewing the detailed plans for compliance, in view of its
betterunderstandingof thecultural andmoral valuesof the
population inwhich it is proposed to conduct the research;
it is also likely to be in a better position tomonitor compli-
ance inthecourseofastudy.However, inrespectof research
in host countries with inadequate capacity for indepen-
dent ethical review, full review by the ethical review com-
mittee in the external sponsoring country or international
agency is necessary.

Guideline 4: Individual informed consent

For all biomedical research involving humans the investi-
gator must obtain the voluntary informed consent of the
prospective subject or, in the case of an individual who is
not capable of giving informed consent, the permission of
a legally authorized representative in accordance with ap-
plicable law. Waiver of informed consent is to be regarded
as uncommon and exceptional, and must in all cases be
approved by an ethical review committee.

Commentary on Guideline 4

General considerations Informed consent is a decision to
participate in research, taken by a competent individual
who has received the necessary information; who has ad-
equately understood the information; and who, after con-
sidering the information, has arrived at a decision without
having been subjected to coercion, undue influence or in-
ducement, or intimidation.
Informed consent is based on the principle that com-

petent individuals are entitled to choose freely whether to
participate in research. Informed consent protects the in-
dividual’s freedom of choice and respects the individual’s
autonomy. As an additional safeguard, it must always be
complemented by independent ethical review of research
proposals. This safeguard of independent review is partic-
ularly important as many individuals are limited in their
capacity to give adequate informed consent; they include
young children, adults with severe mental or behavioural
disorders, and persons who are unfamiliar with medical
concepts and technology (see Guidelines 13, 14, 15).

Process Obtaining informed consent is a process that is
begunwhen initial contact ismadewith a prospective sub-
ject and continues throughout the course of the study. By
informing the prospective subjects, by repetition and ex-
planation, by answering their questions as they arise, and
by ensuring that each individual understands each pro-
cedure, investigators elicit their informed consent and in
so doing manifest respect for their dignity and autonomy.
Each individual must be given as much time as is needed
to reach a decision, including time for consultation with
family members or others. Adequate time and resources
should be set aside for informed-consent procedures.

Language Informing the individual subject must not be
simply a ritual recitation of the contents of a written doc-
ument. Rather, the investigator must convey the informa-
tion, whether orally or in writing, in language that suits the
individual’s level of understanding. The investigator must
bear inmind that theprospective subject’s ability to under-
stand the information necessary to give informed consent
depends on that individual’s maturity, intelligence, educa-
tion and belief system. It depends also on the investigator’s
ability and willingness to communicate with patience and
sensitivity.

Comprehension The investigator must then ensure that
the prospective subject has adequately understood the
information. The investigator should give each one full
opportunity to ask questions and should answer them
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honestly, promptly and completely. In some instances the
investigator may administer an oral or a written test or
otherwisedeterminewhether the informationhasbeenad-
equately understood.

Documentation of consent Consentmay be indicated in a
number of ways. The subject may imply consent by volun-
tary actions, express consent orally, or sign a consent form.
As a general rule, the subject should sign a consent form,
or, in the case of incompetence, a legal guardian or other
dulyauthorized representative shoulddoso.Theethical re-
view committeemay approve waiver of the requirement of
a signed consent form if the research carries nomore than
minimal risk – that is, risk that is no more likely and not
greater than that attached to routine medical or psycho-
logical examination – and if the procedures to be used are
only those for which signed consent forms are not custom-
arily required outside the research context. Such waivers
may also be approved when existence of a signed consent
form would be an unjustified threat to the subject’s confi-
dentiality. Insomecases,particularlywhenthe information
is complicated, it is advisable to give subjects information
sheets to retain; these may resemble consent forms in all
respects except that subjects are not required to sign them.
Theirwording shouldbe clearedby the ethical review com-
mittee. When consent has been obtained orally, investiga-
tors are responsible for providing documentation or proof
of consent.

Waiver of the consent requirement Investigators should
never initiate research involving human subjects without
obtaining each subject’s informed consent, unless they
have received explicit approval to do so from an ethical
review committee. However, when the research design in-
volves nomore thanminimal risk and a requirement of in-
dividual informed consent wouldmake the conduct of the
research impracticable (for example, where the research
involves only excerpting data from subjects’ records), the
ethical review committee may waive some or all of the
elements of informed consent.

Renewing consent When material changes occur in the
conditions or the procedures of a study, and also period-
ically in long-term studies, the investigator should once
again seek informed consent from the subjects. For exam-
ple, new information may have come to light, either from
the study or from other sources, about the risks or benefits
ofproductsbeing testedoraboutalternatives to them.Sub-
jects should be given such information promptly. In many
clinical trials, results are not disclosed to subjects and in-
vestigators until the study is concluded. This is ethically

acceptable if an ethical review committee has approved
their non-disclosure.

Cultural considerations In some cultures an investigator
may enter a community to conduct research or approach
prospective subjects for their individual consent only after
obtaining permission from a community leader, a council
of elders, or another designated authority. Such customs
must be respected. In no case, however, may the permis-
sionofacommunity leaderorotherauthority substitute for
individual informed consent. In some populations the use
of a number of local languages may complicate the com-
munication of information to potential subjects and the
ability of an investigator to ensure that they truly under-
stand it. Many people in all cultures are unfamiliar with,
or do not readily understand, scientific concepts such as
thoseofplaceboorrandomization.Sponsorsandinvestiga-
tors shoulddevelopculturallyappropriateways tocommu-
nicate information that is necessary for adherence to the
standard required in the informed consent process. Also,
they should describe and justify in the research protocol
the procedure they plan to use in communicating infor-
mation to subjects. For collaborative research in develop-
ing countries the research project should, if the necessary,
include the provision of resources to ensure that informed
consent can indeed be obtained legitimately within differ-
ent linguistic and cultural settings.

Consent to use for research purposes biological materials
(including genetic material) from subjects in clinical trials
Consent forms for the research protocol should include
a separate section for clinical-trial subjects who are re-
quested to provide their consent for the use of their bio-
logical specimens for research. Separate consent may be
appropriate in somecases (e.g., if investigators are request-
ing permission to conduct basic research which is not a
necessary part of the clinical trial), but not in others (e.g.,
the clinical trial requires the use of subjects’ biological
materials).

Use of medical records and biological specimens Medical
records and biological specimens taken in the course of
clinical care may be used for research without the consent
of thepatients/subjects only if anethical reviewcommittee
has determined that the research poses minimal risk, that
the rights or interests of the patients will not be violated,
that their privacy and confidentiality or anonymity are
assured, and that the research is designed to answer an
important question and would be impracticable if the
requirement for informed consent were to be imposed.
Patientshavearighttoknowthattheirrecordsorspecimens



Manual for Research Ethics Committees 473

maybeused for research.Refusal or reluctanceof individu-
als to agree toparticipatewouldnot be evidenceof imprac-
ticability sufficient to warrant waiving informed consent.
Records and specimens of individuals who have specifi-
cally rejected such uses in the past may be used only in the
case of public health emergencies. (See Guideline 18 Com-
mentary, Confidentiality between physician and patient.)

Secondary use of research records or biological specimens
Investigators may want to use records or biological spec-
imens that another investigator has used or collected for
use, in another institution in the same or another country.
This raises the issue of whether the records or specimens
contain personal identifiers, or can be linked to such iden-
tifiers, and by whom. (See also Guideline 18: Safeguarding
confidentiality) If informed consent or permission was re-
quired to authorize the original collection or use of such
records or specimens for research purposes, secondary
uses are generally constrained by the conditions specified
in the original consent. Consequently, it is essential that
the original consent process anticipate, to the extent that
this is feasible, any foreseeable plans for future use of the
recordsor specimens for research.Thus, in theoriginalpro-
cess of seeking informed consent amember of the research
teamshoulddiscusswith, and,when indicated, request the
permission of, prospective subjects as to: i) whether there
will or could be any secondary use and, if so, whether such
secondary use will be limited with regard to the type of
study thatmay be performed on suchmaterial; ii) the con-
ditions under which investigators will be required to con-
tact the research subjects for additional authorization for
secondary use; iii) the investigators’ plans, if any, to destroy
or to strip of personal identifiers the records or specimens;
and iv) the rights of subjects to request destruction or
anonymization of biological specimens or of records or
parts of records that they might consider particularly sen-
sitive, such as photographs, videotapes or audiotapes.

(See also Guidelines 5:Obtaining informed consent: Essen-
tial information for prospective research subjects; 6:Obtain-
ing informed consent: Obligations of sponsors and investi-
gators; and 7: Inducement to participate.)

Guideline 5: Obtaining informed consent: Essential
information for prospective research subjects

Before requesting and individual’s consent to participate
in research, the investigator must provide the following
information, in language or another form of communica-
tion that the individual can understand:

1) that the individual is invited to participate in re-
search, the reasons for considering the individual
suitable for the research, and that participation is
voluntary;

2) that the individual is free to refuse to participate and
will be free to withdraw from the research at any time
without penalty or loss of benefits to which he or she
would otherwise be entitled;

3) the purpose of the research, the procedures to be car-
ried out by the investigator and the subject, and an
explanation of how the research differs from routine
medical care;

4) forcontrolledtrials,anexplanationof featuresof there-
search design (e.g., randomization, double-blinding),
and that the subject will not be told of the assigned
treatment until the study has been completed and the
blind has been broken;

5) the expected duration of the individual’s participation
(including number and duration of visits to the re-
search centre and the total time involved) and the pos-
sibility of early termination of the trial or of the indi-
vidual’s participation in it;

6) whether money or other forms of material goods will
be provided in return for the individual’s participation
and, if so, the kind and amount;

7) that, after the completion of the study, subjects will be
informedof the findings of the research in general, and
individual subjectswill be informedof any finding that
relates to their particular health status;

8) that subjects have the right of access to their data on
demand, even if thesedata lack immediate clinicalutil-
ity (unless the ethical review committee has approved
temporary or permanent non-disclosure of data, in
which case the subject should be informed of, and
given, the reasons for such non-disclosure);

9) any foreseeable risks, pain or discomfort, or inconve-
nience to the individual (orothers)associatedwithpar-
ticipation in the research, including risks to the health
or well-being of a subject’s spouse or partner;

10) the direct benefits, if any, expected to result to subjects
from participating in the research;

11) the expected benefits of the research to the commu-
nity or to society at large, or contributions to scientific
knowledge;

12) whether, when and how any products or interventions
proven by the research to be safe and effective will be
made available to subjects after they have completed
their participation in the research, and whether they
will be expected to pay for them;

13) any currently available alternative interventions or
courses of treatment;



474 Manual for Research Ethics Committees

14) the provisions that will be made to ensure respect for
the privacy of subjects and for the confidentiality of
records in which subjects are identified;

15) the limits, legal or other, to the investigators’ ability
to safeguard confidentiality, and the possible conse-
quences of breaches of confidentiality;

16) policy with regard to the use of results of genetic tests
and familial genetic information, and the precautions
in place to prevent disclosure of the results of a sub-
ject’s genetic tests to immediate family relatives or to
others (e.g., insurance companies or employers) with-
out the consent of the subject;

17) the sponsors of the research, the institutional affilia-
tion of the investigators, and the nature and sources of
funding for the research;

18) the possible research uses, direct or secondary, of the
subject’s medical records and of biological specimens
takeninthecourseofclinicalcare (seealsoGuidelines4
and 18 Commentaries);

19) whether it is planned that biological specimens col-
lected in the research will be destroyed at its conclu-
sion,and, ifnot,detailsabout their storage(where,how,
for how long, andfinal disposition) andpossible future
use, and that subjects have the right to decide about
such future use, to refuse storage, and to have the ma-
terial destroyed (see Guideline 4 Commentary);

20) whether commercial productsmay be developed from
biological specimens, andwhether the participant will
receive monetary or other benefits from the develop-
ment of such products;

21) whether the investigator is servingonly as an investiga-
tor or as both investigator and the subject’s physician;

22) the extent of the investigator’s responsibility to provide
medical services to the participant;

23) that treatment will be provided free of charge for spec-
ified types of research-related injury or for compli-
cations associated with the research, the nature and
duration of such care, the name of the organization or
individual thatwill provide the treatment, andwhether
there is any uncertainty regarding funding of such
treatment;

24) in what way, and by what organization, the subject or
thesubject’s familyordependantswillbecompensated
for disability or death resulting from such injury (or,
when indicated, that there are noplans to provide such
compensation);

25) whether ornot, in the country inwhich theprospective
subject is invited to participate in research, the right to
compensation is legally guaranteed;

26) that an ethical review committee has approved or
cleared the research protocol.

Guideline 6: Obtaining informed consent: obligations
of sponsors and investigators

Sponsors and investigators have a duty to:
– refrain from unjustified deception, undue influence, or
intimidation;

– seek consent only after ascertaining that the prospective
subject has adequate understanding of the relevant facts
and of the consequences of participation and has had
sufficientopportunity toconsiderwhether toparticipate;

– as a general rule, obtain from each prospective subject a
signed formas evidenceof informedconsent – investiga-
tors should justify any exceptions to this general rule and
obtain the approval of the ethical review committee (see
Guideline 4 Commentary,Documentation of consent);

– renew the informed consent of each subject if there are
significantchanges in theconditionsorproceduresof the
research or if new information becomes available that
could affect the willingness of subjects to continue to
participate; and

– renew the informedconsent of each subject in long-term
studies at pre-determined intervals, even if there are no
changes in the design or objectives of the research.

Commentary on Guideline 6

The investigator is responsible for ensuring the adequacy
of informedconsent fromeach subject. Thepersonobtain-
ing informed consent should be knowledgeable about the
researchandcapableofansweringquestionsfromprospec-
tivesubjects. Investigators inchargeof thestudymustmake
themselves available to answer questions at the request of
subjects. Any restrictions on the subject’s opportunity to
ask questions and receive answers before or during the re-
search undermines the validity of the informed consent.
In some types of research, potential subjects should re-

ceive counselling about risks of acquiring a disease unless
they take precautions. This is especially true of HIV/AIDS
vaccine research (seeGuidancePoints in theUNAIDSGuid-
anceDocumentonEthicalConsiderations inHIVPreventive
Vaccine Research, Guidance Point 14, pp. 38–39).

Withholding information and deception Sometimes, to
ensure the validity of research, investigators withhold cer-
tain information in the consent process. In biomedical
research, this typically takes the form of withholding infor-
mationaboutthepurposeofspecificprocedures.Forexam-
ple, subjects in clinical trials are often not told the purpose
of tests performed to monitor their compliance with the
protocol, since if they knew their compliance was being
monitored they might modify their behaviour and hence
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invalidate results. Inmost such cases, the prospective sub-
jects are asked to consent to remainuninformedof thepur-
pose of some procedures until the research is completed;
after the conclusion of the study they are given the omitted
information. In other cases, because a request for permis-
sion to withhold some information would jeopardize the
validity of the research, subjects are not told that some in-
formation has been withheld until the research has been
completed. Any such procedure must receive the explicit
approval of the ethical review committee.
Activedeceptionofsubjects isconsiderablymorecontro-

versial than simply withholding certain information. Lying
to subjects is a tactic not commonly employed in biomedi-
cal research. Social and behavioural scientists, however,
sometimes deliberately misinform subjects to study their
attitudes and behaviour. For example, scientists have pre-
tended to be patients to study the behaviour of health-care
professionals and patients in their natural settings.
Somepeoplemaintain that activedeception isneverper-

missible. Others would permit it in certain circumstances.
Deceptionisnotpermissible,however, incases inwhichthe
deception itselfwoulddisguise thepossibilityof thesubject
being exposed tomore thanminimal risk.When deception
is deemed indispensable to the methods of a study the in-
vestigatorsmust demonstrate to an ethical reviewcommit-
tee that no other research method would suffice; that sig-
nificant advances could result from the research; and that
nothing has been withheld that, if divulged, would cause
a reasonable person to refuse to participate. The ethical
review committee should determine the consequences for
the subject of being deceived, and whether and how de-
ceived subjects should be informed of the deception upon
completion of the research. Such informing, commonly
called “debriefing”, ordinarily entails explaining the rea-
sons for thedeception.Asubjectwhodisapprovesofhaving
beendeceivedshouldbeofferedanopportunity to refuse to
allow the investigator touse information thusobtained. In-
vestigators and ethical review committees should be aware
that deceiving research subjectsmaywrong themaswell as
harm them; subjectsmay resent not having been informed
when they learn that they have participated in a study
under false pretences. In some studies there may be jus-
tification for deceiving persons other than the subjects by
either withholding or disguising elements of information.
Such tactics are often proposed, for example, for studies of
the abuse of spouses or children. An ethical review com-
mittee must review and approve all proposals to deceive
persons other than the subjects. Subjects are entitled to
prompt and honest answers to their questions; the ethical
review committee must determine for each study whether
others who are to be deceived are similarly entitled.

Intimidation and undue influence Intimidation in any
form invalidates informed consent. Prospective subjects
who are patients often depend for medical care upon the
physician/investigator, who consequently has a certain
credibility in their eyes, and whose influence over them
may be considerable, particularly if the study protocol has
a therapeutic component. Theymay fear, for example, that
refusal to participate would damage the therapeutic rela-
tionship or result in thewithholding of health services. The
physician/investigator must assure them that their deci-
sion onwhether to participate will not affect the therapeu-
tic relationship or other benefits towhich they are entitled.
In this situation the ethical review committee should con-
sider whether a neutral third party should seek informed
consent.
The prospective subject must not be exposed to undue

influence. The borderline between justifiable persuasion
andundue influence is imprecise, however. The researcher
should give no unjustifiable assurances about the benefits,
risks or inconveniences of the research, for example, or in-
duce a close relative or a community leader to influence a
prospective subject’s decision. See also Guideline 4: Indi-
vidual informed consent.

Risks Investigators should be completely objective in dis-
cussing the details of the experimental intervention, the
painanddiscomfort that itmayentail, andknownrisks and
possible hazards. In complex research projects it may be
neither feasible nor desirable to inform prospective parti-
cipants fully about everypossible risk. Theymust, however,
be informed of all risks that a ‘reasonable person’ would
consider material to making a decision about whether to
participate, including risks to a spouse or partner associ-
ated with trials of, for example, psychotropic or genital-
tract medicaments. (See also Guideline 8 Commentary,
Risks to groups of persons.)

Exception to the requirement for informedconsent in studies
of emergency situations in which the researcher anticipates
thatmanysubjectswillbeunable toconsent Researchpro-
tocols are sometimes designed to address conditions oc-
curring suddenly and rendering the patients/subjects in-
capable of giving informed consent. Examples are head
trauma, cardiopulmonary arrest and stroke. The investiga-
tion cannot be done with patients who can give informed
consent intimeandtheremaynotbetimeto locateaperson
having the authority to give permission. In such circum-
stances it is often necessary to proceed with the research
interventions very soon after the onset of the condition in
order to evaluate an investigational treatment or develop
thedesiredknowledge.Asthisclassofemergencyexception
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can be anticipated, the researcher must secure the review
and approval of an ethical review committee before initi-
ating the study. If possible, an attempt should be made to
identify a population that is likely to develop the condition
to be studied. This can be done readily, for example, if the
condition is one that recurs periodically in individuals; ex-
amples include grand mal seizures and alcohol binges. In
such cases, prospective subjects shouldbe contactedwhile
fully capable of informed consent, and invited to consent
to their involvement as research subjects during future pe-
riods of incapacitation. If they are patients of an indepen-
dent physician who is also the physician-researcher, the
physician should likewise seek their consentwhile they are
fully capable of informed consent. In all cases in which
approved research has begun without prior consent of pa-
tients/subjects incapable of giving informed consent be-
cause of suddenly occurring conditions, they should be
given all relevant information as soon as they are in a state
to receive it, and their consent to continued participation
should be obtained as soon as is reasonably possible.
Before proceeding without prior informed consent, the

investigator must make reasonable efforts to locate an in-
dividualwhohas theauthority to givepermissiononbehalf
of an incapacitated patient. If such a person can be located
and refuses to give permission, the patient may not be en-
rolled as a subject. The risks of all interventions and proce-
dures will be justified as required by Guideline 9. (Special
limitations on riskswhen research involves individualswho
are not capable of giving consent.) The researcher and the
ethical review committee should agree to amaximum time
of involvement of an individual without obtaining either
the individual’s informed consent or authorization accord-
ing to the applicable legal system if theperson is not able to
giveconsent. If by that time the researcherhasnotobtained
either consent or permission – owing either to a failure to
contact a representative or a refusal of either the patient
or the person or body authorized to give permission – the
participation of the patient as a subjectmust be discontin-
ued.Thepatientor thepersonorbodyprovidingauthoriza-
tion should be offered an opportunity to forbid the use of
data derived from participation of the patient as a subject
without consent or permission.
Where appropriate, plans to conduct emergency re-

searchwithoutprior consentof the subjects shouldbepub-
licizedwithin thecommunity inwhich itwill becarriedout.
In the design and conduct of the research, the ethical re-
view committee, the investigators and the sponsors should
be responsive to the concerns of the community. If there is
cause for concern about the acceptability of the research in
the community, there should be a formal consultationwith

representativesdesignatedbythecommunity.Theresearch
shouldnotbecarriedout if itdoesnothavesubstantial sup-
port in the community concerned. (See Guideline 8 Com-
mentary, Risks to groups of persons.)

Exception to the requirement of informed consent for in-
clusion in clinical trials of persons rendered incapable of
informed consent by an acute condition Certain patients
with an acute condition that renders them incapable of
giving informed consent may be eligible for inclusion in a
clinical trial in which the majority of prospective subjects
will be capable of informed consent. Such a trial would
relate to a new treatment for an acute condition such as
sepsis, stroke ormyocardial infarction. The investigational
treatment would hold out the prospect of direct benefit
and would be justified accordingly, though the investiga-
tionmight involve certain procedures or interventions that
werenotofdirectbenefitbut carriednomore thanminimal
risk; an example would be the process of randomization or
thecollectionofadditionalbloodforresearchpurposes.For
suchcases the initial protocol submitted for approval to the
ethical review committee should anticipate that some pa-
tientsmaybe incapable of consent, and shouldpropose for
such patients a form of proxy consent, such as permission
of the responsible relative. When the ethical review com-
mittee has approved or cleared such a protocol, an inves-
tigator may seek the permission of the responsible relative
and enrol such a patient.

Guideline 7: Inducement to participate

Subjects may be reimbursed for lost earnings, travel costs
and other expenses incurred in taking part in a study; they
may also receive free medical services. Subjects, particu-
larly those who receive no direct benefit from research,
may also be paid or otherwise compensated for incon-
venience and time spent. The payments should not be
so large, however, or the medical services so extensive
as to induce prospective subjects to consent to partici-
pate in the research against their better judgment (“undue
inducement”). All payments, reimbursements and medi-
cal services provided to research subjects must have been
approved by an ethical review committee.

Commentary on Guideline 7

Acceptable recompense Research subjects may be reim-
bursed for their transport and other expenses, including
lost earnings, associated with their participation in
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research. Those who receive no direct benefit from the
research may also receive a small sum of money for
inconvenience due to their participation in the research.
All subjects may receive medical services unrelated to the
research and have procedures and tests performed free of
charge.

Unacceptable recompense Payments in money or in kind
to research subjects should not be so large as to per-
suade them to take undue risks or volunteer against their
better judgment. Payments or rewards that undermine a
person’s capacity to exercise free choice invalidate consent.
It may be difficult to distinguish between suitable recom-
pense and undue influence to participate in research. An
unemployed person or a student may view promised rec-
ompense differently from an employed person. Someone
without access to medical care may or may not be unduly
influenced toparticipate in research simply to receive such
care. A prospective subject may be induced to participate
in order to obtain a better diagnosis or access to a drug not
otherwise available; local ethical review committees may
find such inducements acceptable. Monetary and in-kind
recompense must, therefore, be evaluated in the light of
the traditions of the particular culture and population in
which they are offered, to determine whether they consti-
tute undue influence. The ethical review committee will
ordinarily be the best judge of what constitutes reasonable
material recompense in particular circumstances. When
research interventions or procedures that do not hold out
the prospect of direct benefit present more than minimal
risk, all parties involved in the research – sponsors, investi-
gators andethical reviewcommittees – inboth fundingand
host countries should be careful to avoid undue material
inducement.

Incompetent persons Incompetent persons may be vul-
nerable to exploitation for financial gain by guardians. A
guardian asked to give permission on behalf of an incom-
petent person shouldbeofferedno recompenseother than
a refund of travel and related expenses.

Withdrawal from a study A subject who withdraws from
research for reasons related to the study, such as unac-
ceptable side-effects of a study drug, or who is withdrawn
on health grounds, should be paid or recompensed as if
full participation had taken place. A subject who with-
draws for any other reason should be paid in proportion
to the amount of participation. An investigator who must
remove a subject from the study for wilful noncompliance
is entitled to withhold part or all of the payment.

Guideline 8: Benefits and risks of study participation

For all biomedical research involving human subjects, the
investigator must ensure that potential benefits and risks
are reasonably balanced and risks are minimized.
� Interventions or procedures that hold out the prospect
of direct diagnostic, therapeutic or preventive benefit for
the individual subjectmustbe justifiedby theexpectation
that theywill be at least as advantageous to the individual
subject, in the light of foreseeable risks and benefits, as
any available alternative. Risks of such ‘beneficial’ inter-
ventions or procedures must be justified in relation to
expected benefits to the individual subject.

� Risks of interventions that do not hold out the prospect
of direct diagnostic, therapeutic or preventive benefit for
the individualmustbe justified in relation to theexpected
benefits to society (generalizable knowledge). The risks
presented by such interventions must be reasonable in
relation to the importance of the knowledge to be gained.

Commentary on Guideline 8

The Declaration of Helsinki in several paragraphs deals
with the well-being of research subjects and the avoidance
of risk. Thus, considerations related to the well-being of
the human subject should take precedence over the inter-
ests of science and society (Paragraph 5); clinical testing
must be preceded by adequate laboratory or animal ex-
perimentation to demonstrate a reasonable probability of
success without undue risk (Paragraph 11); every project
should be preceded by careful assessment of predictable
risks and burdens in comparison with foreseeable bene-
fits to the subject or to others (Paragraph 16); physician-
researchers must be confident that the risks involved have
been adequately assessed and can be satisfactorily man-
aged (Paragraph 17 ); and the risks and burdens to the sub-
ject must be minimized, and reasonable in relation to the
importance of the objective or the knowledge to be gained
(Paragraph 18).
Biomedical research often employs a variety of interven-

tions of which some hold out the prospect of direct ther-
apeutic benefit (beneficial interventions) and others are
administered solely to answer the research question (non-
beneficial interventions). Beneficial interventions are jus-
tified as they are in medical practice by the expectation
that they will be at least as advantageous to the individuals
concerned, in the light of both risks and benefits, as any
available alternative. Non-beneficial interventions are as-
sessed differently; they may be justified only by appeal
to the knowledge to be gained. In assessing the risks and
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benefits thataprotocolpresents toapopulation, it isappro-
priate to consider the harm that could result from forgoing
the research.
Paragraphs 5 and 18 of the Declaration of Helsinki do

not precludewell-informedvolunteers, capable of fully ap-
preciating risks and benefits of an investigation, from par-
ticipating in research for altruistic reasons or for modest
remuneration.

Minimizing risk associated with participation in a ran-
domized controlled trial In randomized controlled trials
subjects risk being allocated to receive the treatment that
proves inferior. They are allocated by chance to one of two
ormore interventionarmsandfollowedtoapredetermined
end-point. (Interventionsareunderstood to includenewor
established therapies, diagnostic tests andpreventivemea-
sures.) An intervention is evaluated by comparing it with
another intervention (a control), which is ordinarily the
best current method, selected from the safe and effective
treatments available globally, unless someother control in-
tervention such as placebo can be justified ethically (See
Guideline 11).
To minimize risk when the intervention to be tested in a

randomized controlled trial is designed to prevent or post-
pone a lethal or disabling outcome, the investigator must
not, for purposes of conducting the trial, withhold ther-
apy that is known to be superior to the intervention be-
ing tested, unless the withholding can be justified by the
standards set forth in Guideline 11. Also, the investigator
must provide in the research protocol for the monitoring
of research data by an independent board (Data and Safety
Monitoring Board); one function of such a board is to pro-
tect the research subjects from previously unknown ad-
verse reactions or unnecessarily prolonged exposure to an
inferior therapy. Normally at the outset of a randomized
controlled trial, criteria are established for its premature
termination (stopping rules or guidelines).

Risks to groups of persons Research in certain fields, such
as epidemiology, genetics or sociology,maypresent risks to
the interests of communities, societies, or racially or eth-
nically defined groups. Information might be published
that could stigmatize a group or expose its members to
discrimination. Such information, for example, could in-
dicate, rightly or wrongly, that the group has a higher
than average prevalence of alcoholism, mental illness or
sexually transmitted disease, or is particularly susceptible
to certaingeneticdisorders. Plans toconduct such research
should be sensitive to such considerations, to the need to
maintain confidentiality during and after the study, and to
the need to publish the resulting data in a manner that is

respectful of the interests of all concerned, or in certain cir-
cumstances not to publish them. The ethical review com-
mittee should ensure that the interests of all concerned
are given due consideration; often it will be advisable
to have individual consent supplemented by community
consultation.
[Theethical basis for the justificationof risk is elaborated

further in Guideline 9]

Guideline 9: Special limitations on risk when research
involves individuals who are not capable of giving
informed consent

When there is ethical and scientific justification to conduct
researchwithindividuals incapableofgivinginformedcon-
sent, the risk from research interventions that do not hold
out the prospect of direct benefit for the individual sub-
ject should be no more likely and not greater than the risk
attached to routine medical or psychological examination
of such persons. Slight or minor increases above such risk
may be permitted when there is an overriding scientific or
medical rationale for such increases and when an ethical
review committee has approved them.

Commentary on Guideline 9

The low-risk standard: Certain individuals or groups may
have limited capacity to give informed consent either be-
cause, as in the case of prisoners, their autonomy is lim-
ited, or because they have limited cognitive capacity. For
research involving persons who are unable to consent,
or whose capacity to make an informed choice may not
fullymeet the standard of informed consent, ethical review
committees must distinguish between intervention risks
that do not exceed those associated with routine medical
or psychological examination of such persons and risks in
excess of those.
When the risks of such interventionsdonot exceed those

associatedwith routinemedical or psychological examina-
tion of such persons, there is no requirement for special
substantive or procedural protective measures apart from
those generally required for all research involving mem-
bers of the particular class of persons. When the risks are
in excess of those, the ethical review committee must find:
1) that the research is designed to be responsive to the dis-
ease affecting the prospective subjects or to conditions to
which they are particularly susceptible; 2) that the risks
of the research interventions are only slightly greater than
those associated with routinemedical or psychological ex-
aminationofsuchpersonsfor theconditionorsetofclinical
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circumstances under investigation; 3) that the objective
of the research is sufficiently important to justify exposure
of the subjects to the increased risk; and 4) that the inter-
ventionsare reasonablycommensuratewith theclinical in-
terventions that the subjects have experienced or may be
expected to experience in relation to the condition under
investigation.
If such research subjects, including children, become

capable of giving independent informed consent dur-
ing the research, their consent to continued participation
should be obtained.
There is no internationally agreed, precise definition of

a “slight orminor increase” above the risks associated with
routinemedical or psychological examination of such per-
sons. Its meaning is inferred from what various ethical re-
view committees have reported as having met the stan-
dard. Examples include additional lumbar punctures or
bone-marrow aspirations in children with conditions for
which such examinations are regularly indicated in clini-
cal practice. The requirement that the objective of the re-
search be relevant to the disease or condition affecting the
prospective subjects rules out theuseof such interventions
in healthy children.
The requirement that the research interventions be rea-

sonably commensurate with clinical interventions that
subjects may have experienced or are likely to experience
for the condition under investigation is intended to en-
able them to draw on personal experience as they decide
whether to accept or reject additional procedures for re-
search purposes. Their choices will, therefore, be more in-
formed even though they may not fully meet the standard
of informed consent.

(See also Guidelines 4: Individual informed consent;
13: Research involving vulnerable persons; 14: Research in-
volving children; and 15: Research involving individuals
who by reason of mental or behavioural disorders are not
capable of giving adequately informed consent.)

Guideline 10: Research in populations
and communities with limited resources

Before undertaking research in a population or com-
munity with limited resources, the sponsor and the inves-
tigator must make every effort to ensure that:
– the research is responsive to the health needs and the
priorities of the population or community in which it is
to be carried out; and

– any intervention or product developed, or knowledge
generated, will be made reasonably available for the
benefit of that population or community.

Commentary on Guideline 10

This guideline is concernedwith countries or communities
in which resources are limited to the extent that they are,
or may be, vulnerable to exploitation by sponsors and in-
vestigators from the relatively wealthy countries and com-
munities.

Responsiveness of research to health needs and priorities
The ethical requirement that research be responsive to the
health needs of the population or community in which it
is carried out calls for decisions on what is needed to fulfil
the requirement. It is not sufficient simply to determine
that a disease is prevalent in the population and that new
or further research is needed: the ethical requirement of
“responsiveness” can be fulfilled only if successful inter-
ventionsorother kindsofhealthbenefit aremadeavailable
to the population. This is applicable especially to research
conducted in countries where governments lack the re-
sources tomake suchproducts or benefitswidely available.
Even when a product to be tested in a particular country is
much cheaper than the standard treatment in some other
countries, the government or individuals in that country
maystill beunable toafford it. If theknowledgegained from
the research in sucha country is usedprimarily for theben-
efit of populations that can afford the tested product, the
research may rightly be characterized as exploitative and,
therefore, unethical.
When an investigational intervention has important

potential for health care in the host country, the nego-
tiation that the sponsor should undertake to determine
the practical implications of “responsiveness”, as well as
“reasonable availability”, should include representatives of
stakeholders in thehost country; these include thenational
government, the health ministry, local health authorities,
and concerned scientific and ethics groups, as well as
representatives of the communities from which subjects
are drawn and nongovernmental organizations such as
health advocacy groups. The negotiation should cover the
health-care infrastructure required for safe and rational
use of the intervention, the likelihood of authorization
for distribution, and decisions regarding payments, roy-
alties, subsidies, technology and intellectual property, as
well as distribution costs, when this economic information
is not proprietary. In some cases, satisfactory discussion
of the availability and distribution of successful products
will necessarily engage international organizations, donor
governments and bilateral agencies, international non-
governmental organizations, and the private sector. The
development of a health-care infrastructure should be fa-
cilitated at the onset so that it can be of use during and
beyond the conduct of the research.
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Additionally, if an investigational drug has been shown
to be beneficial, the sponsor should continue to provide it
to the subjects after the conclusion of the study, and pend-
ing its approval by a drug regulatory authority. The sponsor
is unlikely to be in a position to make a beneficial investi-
gational intervention generally available to the community
or population until some time after the conclusion of the
study, as itmaybe in short supplyand inanycasecannotbe
madegenerally availablebeforeadrug regulatoryauthority
has approved it.
For minor research studies and when the outcome is

scientific knowledge rather than a commercial product,
such complex planning or negotiation is rarely, if ever,
needed. There must be assurance, however, that the sci-
entific knowledge developed will be used for the benefit of
the population.

Reasonable availability The issue of “reasonable avail-
ability” is complex and will need to be determined on
a case-by-case basis. Relevant considerations include the
length of time for which the intervention or product de-
veloped, or other agreed benefit, will be made available to
research subjects, or to the community or population con-
cerned; the severity of a subject’s medical condition; the
effect of withdrawing the study drug (e.g., death of a sub-
ject); the cost to the subject or health service; and the ques-
tion of undue inducement if an intervention is provided
free of charge.
In general, if there is good reason to believe that a pro-

duct developed or knowledge generated by research is un-
likely tobe reasonably available to, or applied to thebenefit
of, the population of a proposed host country or commu-
nity after the conclusion of the research, it is unethical to
conduct the research in that country or community. This
should not be construed as precluding studies designed to
evaluate novel therapeutic concepts. As a rare exception,
for example, research may be designed to obtain prelimi-
nary evidence that adrugor a class of drugshas abeneficial
effect in the treatment of a disease that occurs only in re-
gions with extremely limited resources, and it could not be
carried out reasonably well in more developed communi-
ties. Such researchmay be justified ethically even if there is
no plan in place tomake a product available to the popula-
tion of the host country or community at the conclusion of
the preliminary phase of its development. If the concept is
found to be valid, subsequent phases of the research could
result in a product that could bemade reasonably available
at its conclusion.

(See also Guidelines 3: Ethical review of externally spon-
sored research; 12: Equitable distribution of burdens and

benefits; 20: Strengthening capacity for ethical and scientific
review and biomedical research; and 21: Ethical obligation
of external sponsors to provide health-care services.)

Note on Guideline 11
‘Bestcurrent intervention’ is the termmostcommonlyused
todescribe the active comparator that is ethically preferred
in controlled clinical trials. Formany indications, however,
there is more than one established ‘current’ intervention
and expert clinicians do not agree on which is superior.
In other circumstances in which there are several estab-
lished‘current’ interventions, someexpertcliniciansrecog-
nize one as superior to the rest; some commonly prescribe
another because the superior intervention may be locally
unavailable, for example, or prohibitively expensive or un-
suited to the capability of particular patients to adhere to
a complex and rigorous regimen. ‘Established effective in-
tervention’ is the term used in this Guideline to refer to
all such interventions, including the best and the various
alternatives to the best. In some cases an ethical review
committeemay determine that it is ethically acceptable to
use an established effective intervention as a comparator,
even in cases where such an intervention is not considered
the best current intervention.

Guideline 11: Choice of control in clinical trials

As a general rule, research subjects in the control group
of a trial of a diagnostic, therapeutic, or preventive inter-
vention should receive an established effective interven-
tion. In some circumstances it may be ethically acceptable
to use an alternative comparator, such as placebo or “no
treatment”.
Placebo may be used:

– when there is no established effective intervention;
– when withholding an established effective intervention
would expose subjects to, atmost, temporary discomfort
or delay in relief of symptoms;

– whenuseofanestablishedeffective interventionascom-
parator would not yield scientifically reliable results and
use of placebo would not add any risk of serious or irre-
versible harm to the subjects.

Commentary on Guideline 11

General considerations for controlled clinical trials The
design of trials of investigational diagnostic, therapeutic or
preventive interventions raises interrelated scientific and
ethical issues for sponsors, investigators and ethical review
committees. To obtain reliable results, investigators must
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compare the effects of an investigational intervention on
subjects assigned to the investigational arm (or arms) of a
trial with the effects that a control intervention produces
in subjects drawn from the same population and assigned
to its control arm. Randomization is the preferred method
for assigning subjects to the various arms of the clinical
trial unless anothermethod, such as historical or literature
controls, canbe justifiedscientificallyandethically.Assign-
ment to treatment arms by randomization, in addition to
its usual scientific superiority, offers the advantage of tend-
ing to render equivalent to all subjects the foreseeable
benefits and risks of participation in a trial.
A clinical trial cannot be justified ethically unless it is

capable of producing scientifically reliable results. When
the objective is to establish the effectiveness and safety of
an investigational intervention, the use of a placebo con-
trol is oftenmuchmore likely than that of an active control
to produce a scientifically reliable result. Inmany cases the
ability of a trial to distinguish effective from ineffective in-
terventions (its assay sensitivity) cannot be assured unless
the control is a placebo. If, however, an effect of using a
placebo would be to deprive subjects in the control arm
of an established effective intervention, and thereby to ex-
pose them to serious harm, particularly if it is irreversible,
it would obviously be unethical to use a placebo.

Placebo control in the absence of a current effective alter-
native The use of placebo in the control arm of a clinical
trial is ethically acceptable when, as stated in the Decla-
ration of Helsinki (Paragraph 29), “no proven prophylac-
tic, diagnostic or therapeutic method exists.” Usually, in
this case, a placebo is scientifically preferable to no inter-
vention. In certain circumstances, however, an alternative
design may be both scientifically and ethically acceptable,
and preferable; an example would be a clinical trial of a
surgical intervention, because, formany surgical interven-
tions, either it is not possible or it is ethically unacceptable
todevisea suitableplacebo; for another example, in certain
vaccine trials an investigator might choose to provide for
those in the ‘control’ arm a vaccine that is unrelated to the
investigational vaccine.

Placebo-controlled trials that entail only minor risks A
placebo-controlleddesignmaybeethicallyacceptable,and
preferable on scientific grounds, when the condition for
which patients/subjects are randomly assigned to placebo
or active treatment is only a small deviation in physiolog-
ical measurements, such as slightly raised blood pressure
or a modest increase in serum cholesterol; and if delay-
ing or omitting available treatmentmay cause only tempo-
rary discomfort (e.g., common headache) and no serious

adverse consequences. The ethical reviewcommitteemust
be fully satisfied that the risksofwithholdinganestablished
effective intervention are truly minor and short-lived.

Placebo control when active control would not yield reliable
results A related but distinct rationale for using a placebo
control rather than an established effective intervention is
that thedocumentedexperiencewith theestablishedeffec-
tive intervention is not sufficient to provide a scientifically
reliable comparison with the intervention being investi-
gated; it is then difficult, or even impossible, without using
aplacebo, todesignascientifically reliable study.This isnot
always, however, an ethically acceptable basis for depri-
ving control subjects of an established effective interven-
tion in clinical trials; onlywhendoing sowouldnot addany
risk of serious harm, particularly irreversible harm, to the
subjects would it be ethically acceptable to do so. In some
cases, the condition at which the intervention is aimed (for
example, cancerorHIV/AIDS)will be tooserious todeprive
control subjects of an established effective intervention.
This latter rationale (when active control would not yield

reliable results) differs from the former (trials that entail
only minor risks) in emphasis. In trials that entail only
minor risks the investigative interventions are aimed at
relatively trivial conditions, such as the common cold or
hair loss; forgoing an established effective intervention for
the duration of a trail deprives control subjects of only mi-
norbenefits. It is for this reasonthat it isnotunethical touse
a placebo-control design. Even if it were possible to design
a so-called “non-inferiority”, or “equivalency”, trial using
an active control, it would still not be unethical in these
circumstances to use a placebo-control design. In any
event, the researcher must satisfy the ethical review com-
mittee that the safety and human rights of the subjects
will be fully protected, that prospective subjects will be
fully informed about alternative treatments, and that the
purpose and design of the study are scientifically sound.
The ethical acceptability of such placebo-controlled stud-
ies increases as the period of placebo use is decreased, and
when the study design permits change to active treatment
(“escape treatment”) if intolerable symptoms occur (WHO
Good Clinical Practice Guidelines, 1995 ).

Exceptionaluseofacomparatorother thananestablished
effective intervention An exception to the general rule is
applicable in some studies designed to develop a thera-
peutic, preventive or diagnostic intervention for use in a
countryor community inwhichanestablishedeffective in-
tervention is not available and unlikely in the foreseeable
future to becomeavailable, usually for economic or logistic
reasons. The purpose of such a study is to make available
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to the population of the country or community an effective
alternative to an established effective intervention that is
locally unavailable. Accordingly, the proposed investiga-
tional interventionmust be responsive to the health needs
of the population from which the research subjects are re-
cruited and there must be assurance that, if it proves to
be safe and effective, it will be made reasonably available
to that population. Also, the scientific and ethical review
committeesmust be satisfied that the established effective
intervention cannot be used as comparator because its use
would not yield scientifically reliable results that would be
relevant to the health needs of the study population. In
these circumstances an ethical review committee can ap-
prove a clinical trial in which the comparator is other than
anestablishedeffective intervention, suchasplaceboorno
treatment or a local remedy.
However, somepeople strongly object to the exceptional

use of a comparator other than an established effective in-
tervention because it could result in exploitation of poor
and disadvantaged populations. The objection rests on
three arguments:
� Placebo control could expose research subjects to risk of
serious or irreversible harm when the use of an estab-
lished effective intervention as comparator could avoid
the risk.

� Not all scientific experts agree about conditions un-
der which an established effective intervention used
as a comparator would not yield scientifically reliable
results.

� An economic reason for the unavailability of an estab-
lished effective intervention cannot justify a placebo-
controlled study in a country of limited resources when
it would be unethical to conduct a study with the same
design in apopulationwith general access to the effective
intervention outside the study.

Placebo controlwhenanestablished effective intervention is
not available in the host country The question addressed
here is:when should anexceptionbeallowed to the general
rule that subjects in the control armof a clinical trial should
receive an established effective intervention?
The usual reason for proposing the exception is that, for

economic or logistic reasons, an established effective in-
tervention is not in general use or available in the country
in which the study will be conducted, whereas the inves-
tigational intervention could be made available, given the
finances and infrastructure of the country.
Another reason that may be advanced for proposing a

placebo-controlled trial is that using an established effec-
tive intervention as the control would not produce scien-
tifically reliable data relevant to the country in which the

trial is to be conducted. Existing data about the effective-
ness and safety of the established effective intervention
may have been accumulated under circumstances unlike
those of the population in which it is proposed to conduct
the trial; this, it may be argued, could make their use in
the trial unreliable. One reason could be that the disease
or condition manifests itself differently in different popu-
lations, or other uncontrolled factors could invalidate the
use of existing data for comparative purposes.
The use of pacebo control in these circumstances is

ethically controversial, for the following reasons:
1. Sponsors of research might use poor countries or com-

munities as testing grounds for research that would be
difficult or impossible in countrieswhere there is general
access to an established effective intervention, and the
investigational intervention, if proven safe and effective,
is likely to be marketed in countries in which an estab-
lished effective intervention is already available and it is
not likely to be marketed in the host country.

2. The research subjects, both active-arm and control-
arm, are patients who may have a serious, possibly life-
threatening, illness. They do not normally have access to
an established effective intervention currently available
to similar patients inmany other countries. According to
the requirements of a scientifically reliable trial, investi-
gators, whomay be their attending physicians, would be
expected to enrol some of those patients/subjects in the
placebo-control arm.Thiswould appear tobe a violation
of the physician’s fiduciary duty of undivided loyalty to
thepatient,particularly incases inwhichknowneffective
therapy could be made available to the patients.

An argument for exceptional use of placebo control may
be that a health authority in a country where an estab-
lished effective intervention is not generally available or
affordable, and unlikely to become available or affordable
in the foreseeable future, seeks to develop an affordable
intervention specifically for a health problem affecting its
population. Theremay thenbe less reason for concern that
a placebo design is exploitative, and therefore unethical, as
the health authority has responsibility for the population’s
health, and there are valid health grounds for testing an
apparently beneficial intervention. In such circumstances
an ethical review committee may determine that the pro-
posed trial is ethically acceptable, provided that the rights
and safety of subjects are safeguarded.
Ethical review committees will need to engage in care-

ful analysis of the circumstances to determinewhether the
useofplaceboratherthananestablishedeffective interven-
tion is ethically acceptable. They will need to be satisfied
that an established effective intervention is truly unlikely
to become available and implementable in that country.
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This may be difficult to determine, however, as it is clear
that, with sufficient persistence and ingenuity, ways may
be found of accessing previously unattainable medicinal
products, and thus avoiding the ethical issue raised by the
use of placebo control.
When the rationale of proposing a placebo-controlled

trial is that the use of an established effective intervention
as the control would not yield scientifically reliable data
relevant to the proposed host country, the ethical review
committee in that country has the option of seeking expert
opinion as to whether use of an established effective inter-
vention in the control arm would invalidate the results of
the research.

An “equivalency trial” as an alternative to a placebo-
controlled trial An alternative to a placebo-control de-
sign in thesecircumstanceswouldbean“equivalency trial”,
whichwould compare an investigational interventionwith
an established effective intervention and produce scien-
tifically reliable data. An equivalency trial in a country in
which no established effective intervention is available is
not designed to determine whether the investigational in-
tervention is superior to an established effective interven-
tion currently used somewhere in the world; its purpose
is, rather, to determine whether the investigational inter-
vention is, in effectiveness and safety, equivalent to, or al-
most equivalent to, the established effective intervention.
It would be hazardous to conclude, however, that an inter-
vention demonstrated to be equivalent, or almost equiva-
lent, to an established effective intervention is better than
nothing or superior to whatever intervention is available
in the country; there may be substantial differences be-
tween the results of superficially identical clinical trials
carried out in different countries. If there are such differ-
ences, it would be scientifically acceptable and ethically
preferable to conduct such ‘equivalency’ trials in countries
in which an established effective intervention is already
available.
If there are substantial grounds for the ethical review

committee to conclude that an established effective in-
tervention will not become available and implementable,
the committee should obtain assurances from the parties
concerned that plans have been agreed for making the in-
vestigational intervention reasonably available in the host
country or community once its effectiveness and safety
havebeenestablished.Moreover,when thestudyhasexter-
nal sponsorship, approval should usually be dependent on
the sponsors and the health authorities of the host country
having engaged in a process of negotiation and planning,
including justifying the study in regard to local health-care
needs.

Means of minimizing harm to placebo-control subjects
Even when placebo controls are justified on one of the
bases set forth in the guideline, there are means of mini-
mizing the possibly harmful effect of being in the control
arm.
First, a placebo-control group need not be untreated. An

add-on design may be employed when the investigational
therapy and a standard treatment have different mecha-
nisms of action. The treatment to be tested and placebo
are each added to a standard treatment. Such studies have
a particular place when a standard treatment is known to
decreasemortality or irreversiblemorbidity but a trial with
standard treatment as the active control cannot be carried
out or would be difficult to interpret [International Confer-
ence on Harmonisation (ICH) Guideline: Choice of Control
Group andRelated Issues in Clinical Trials, 2000]. In testing
for improved treatment of life-threatening diseases such
as cancer, HIV/AIDS, or heart failure, add-on designs are a
particularly useful means of finding improvements in
interventions that are not fully effective or may cause
intolerable side-effects. They have a place also in respect
of treatment for epilepsy, rheumatism and osteoporosis,
for example, because withholding of established effective
therapy could result in progressive disability, unacceptable
discomfort or both.
Second, as indicated in Guideline 8 Commentary, when

the intervention to be tested in a randomized controlled
trial is designed to prevent or postpone a lethal or dis-
ablingoutcome, the investigatorminimizesharmfuleffects
ofplacebo-control studiesbyproviding in the researchpro-
tocol for themonitoringof researchdatabyanindependent
Data and Safety Monitoring Board (DSMB). One function
of such a board is to protect the research subjects frompre-
viously unknownadverse reactions; another is to avoid un-
necessarily prolonged exposure to an inferior therapy. The
board fulfils the latter function by means of interim analy-
ses of the data pertaining to efficacy to ensure that the trial
does not continue beyond the point at which an investi-
gational therapy is demonstrated to be effective. Normally,
at the outset of a randomized controlled trial, criteria are
established for its premature termination (stopping rules
or guidelines).
In some cases the DSMB is called upon to perform

“conditional power calculations”, designed to determine
the probability that a particular clinical trial could ever
show that the investigational therapy is effective. If that
probability is very small, the DSMB is expected to recom-
mend termination of the clinical trial, because it would be
unethical to continue it beyond that point.
In most cases of research involving human subjects, it is

unnecessary to appoint a DSMB. To ensure that research
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is carefully monitored for the early detection of adverse
events, the sponsor or the principal investigator appoints
an individual to be responsible for advising on the need
to consider changing the system ofmonitoring for adverse
events or the process of informed consent, or even to con-
sider terminating the study.

Guideline 12: Equitable distribution of burdens
and benefits in the selection of groups of subjects
in research

Groups or communities to be invited to be subjects of re-
search should be selected in such a way that the burdens
and benefits of the research will be equitably distributed.
The exclusion of groups or communities thatmight benefit
from study participation must be justified.

Commentary on Guideline 12

General considerations Equity requires that no group or
class of persons should bear more than its fair share of the
burdens of participation in research. Similarly, no group
should be deprived of its fair share of the benefits of re-
search, short-term or long-term; such benefits include the
direct benefits of participation aswell as the benefits of the
newknowledge that the research isdesigned toyield.When
burdens or benefits of research are to be apportioned un-
equallyamong individualsorgroupsofpersons, thecriteria
for unequal distribution should be morally justifiable and
not arbitrary. In other words, unequal allocation must not
be inequitable. Subjects should be drawn from the quali-
fying population in the general geographic area of the trial
without regard to race, ethnicity, economicstatusorgender
unless there is a sound scientific reason to do otherwise.
In the past, groups of persons were excluded from par-

ticipation in research for what were then considered good
reasons. As a consequence of such exclusions, information
about the diagnosis, prevention and treatment of diseases
in such groups of persons is limited. This has resulted in
a serious class injustice. If information about the manage-
ment of diseases is considered a benefit that is distributed
within a society, it is unjust to deprive groups of per-
sons of that benefit. Such documents as theDeclaration of
Helsinki and Guidance Points in the UNAIDS Guidance
Document on Ethical Considerations in HIV Preventive
Vaccine Research, and the policies of many national gov-
ernments and professional societies, recognize the need to
redress these injustices by encouraging theparticipationof
previously excluded groups in basic and applied biomedi-
cal research.

Members of vulnerable groups also have the same enti-
tlement to access to the benefits of investigational inter-
ventions that show promise of therapeutic benefit as
persons not considered vulnerable, particularly when no
superior or equivalent approaches to therapy are available.
There has been a perception, sometimes correct and

sometimes incorrect, that certain groups of persons have
been overused as research subjects. In some cases such
overuse has been based on the administrative availabi-
lity of thepopulations. Researchhospitals are often located
in places where members of the lowest socioeconomic
classes reside, and this has resulted in an apparent overuse
of suchpersons.Othergroups thatmayhavebeenoverused
because theywereconveniently available to researchers in-
clude students in investigators’ classes, residents of long-
term care facilities and subordinatemembers of hierarchi-
cal institutions. Impoverished groups have been overused
becauseof theirwillingness toserveassubjects inexchange
for relatively small stipends. Prisoners have been consid-
ered ideal subjects for Phase I drug studies because of their
highly regimented lives and, in many cases, their condi-
tions of economic deprivation.
Overuse of certain groups, such as the poor or the

administratively available, is unjust for several reasons. It is
unjust to selectively recruit impoverished people to serve
as research subjects simply because they can bemore eas-
ily induced to participate in exchange for small payments.
In most cases, these people would be called upon to bear
the burdens of research so that others who are better off
could enjoy the benefits. However, although the burdens
of research should not fall disproportionately on socio-
economically disadvantaged groups, neither should such
groups be categorically excluded from research protocols.
It would not be unjust to selectively recruit poor people
to serve as subjects in research designed to address prob-
lems that are prevalent in their group – malnutrition, for
example. Similar considerations apply to institutionalized
groups or thosewhose availability to the investigators is for
other reasons administratively convenient.
Not onlymay certain groupswithin a society be inappro-

priatelyover-usedasresearchsubjects,butalsoentirecom-
munities or societiesmay be over-used. This has been par-
ticularly likely to occur in countries or communities with
insufficiently well-developed systems for the protection of
the rights and welfare of human research subjects. Such
over-use is especially questionable when the populations
or communities concerned bear the burdens of participa-
tion in research but are extremely unlikely ever to enjoy the
benefits of new knowledge and products developed as a
result of the research. (See Guideline 10: Research in popu-
lations and communities with limited resources.)
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Guideline 13: Research involving vulnerable persons

Special justification is required for inviting vulnerable
individuals to serve as research subjects and, if they are
selected, the means of protecting their rights and welfare
must be strictly applied.

Commentary on Guideline 13

Vulnerable persons are those who are relatively (or abso-
lutely) incapable of protecting their own interests. More
formally, theymayhave insufficientpower, intelligence,ed-
ucation, resources, strength, or other needed attributes to
protect their own interests.

General considerations Thecentral problempresentedby
plans to involve vulnerable persons as research subjects is
that such plans may entail an inequitable distribution of
the burdens and benefits of research participation. Classes
of individuals conventionally considered vulnerable are
those with limited capacity or freedom to consent or to
decline to consent. They are the subject of specific guide-
lines in this document (Guidelines 14, 15) and include chil-
dren, and persons who because of mental or behavioural
disorders are incapable of giving informed consent. Ethi-
cal justification of their involvement usually requires that
investigators satisfy ethical review committees that:
– the research could not be carried out equally well with
less vulnerable subjects;

– the research is intended to obtain knowledge that will
lead to improved diagnosis, prevention or treatment of
diseases or other health problems characteristic of, or
unique to, thevulnerableclass–either theactual subjects
or other similarly situated members of the vulnerable
class;

– research subjects and other members of the vulnerable
class fromwhich subjects are recruited will ordinarily be
assured reasonable access to any diagnostic, preventive
or therapeutic products that will become available as a
consequence of the research;

– the risks attached to interventions or procedures that do
not hold out the prospect of direct health-related ben-
efit will not exceed those associated with routine medi-
cal or psychological examination of such persons unless
an ethical review committee authorizes a slight increase
over this level of risk (Guideline 9); and,

– when the prospective subjects are either incompetent
or otherwise substantially unable to give informed con-
sent, their agreement will be supplemented by the per-
mission of their legal guardians or other appropriate
representatives.

Other vulnerable groups The quality of the consent of
prospective subjects who are junior or subordinate mem-
bers of a hierarchical group requires careful consideration,
as their agreement to volunteermay be unduly influenced,
whether justified or not, by the expectation of preferential
treatment if they agree or by fear of disapproval or retali-
ation if they refuse. Examples of such groups are medical
and nursing students, subordinate hospital and laboratory
personnel, employees of pharmaceutical companies, and
members of the armed forces or police. Because they work
in close proximity to investigators, they tend to be called
uponmore often than others to serve as research subjects,
and this could result in inequitable distribution of the bur-
dens and benefits of research.
Elderly persons are commonly regarded as vulnera-

ble. With advancing age, people are increasingly likely to
acquire attributes that define them as vulnerable. They
may, for example, be institutionalized or develop vary-
ing degrees of dementia. If and when they acquire such
vulnerability-defining attributes, and not before, it is ap-
propriate to consider them vulnerable and to treat them
accordingly.
Other groups or classes may also be considered vulner-

able. They include residents of nursing homes, people re-
ceivingwelfare benefits or social assistance and other poor
people and theunemployed, patients in emergency rooms,
some ethnic and racial minority groups, homeless per-
sons, nomads, refugees or displaced persons, prisoners,
patients with incurable disease, individuals who are politi-
cally powerless, and members or communities unfamiliar
withmodernmedicalconcepts.Totheextent that theseand
other classes of people have attributes resembling those of
classes identified as vulnerable, the need for special pro-
tection of their rights and welfare should be reviewed and
applied, where relevant.
Persons who have serious, potentially disabling or life-

threatening diseases are highly vulnerable. Physicians
sometimes treat such patients with drugs or other thera-
pies not yet licensed for general availability because stud-
ies designed to establish their safety and efficacy have not
been completed. This is compatible with the Declaration
of Helsinki, which states in Paragraph 32: “In the treatment
of a patient, where proven . . . therapeutic methods do not
exist or have been ineffective, the physician, with informed
consent from the patient, must be free to use unproven or
new . . . therapeuticmeasures, if in thephysician’s judgement
it offershopeof saving life, re-establishinghealthoralleviat-
ing suffering”. Such treatment, commonly called ‘compas-
sionate use’, is not properly regarded as research, but it can
contribute to ongoing research into the safety and efficacy
of the interventions used.
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Although,onthewhole, investigatorsmuststudy lessvul-
nerable groups before involving more vulnerable groups,
some exceptions are justified. In general, children are not
suitable for Phase I drug trials or for Phase I or II vaccine
trials, but such trials may be permissible after studies in
adults have shown some therapeutic or preventive effect.
For example, a Phase II vaccine trial seeking evidence of
immunogenicity in infants may be justified when a vac-
cine has shown evidence of preventing or slowing progres-
sion of an infectious disease in adults, or Phase I research
with childrenmaybeappropriatebecause thedisease tobe
treated does not occur in adults or ismanifested differently
in children.

Guideline 14: Research involving children

Before undertaking research involving children, the inves-
tigator must ensure that:
– the research might not equally well be carried out with
adults;

– the purpose of the research is to obtain knowledge rele-
vant to the health needs of children;

– a parent or legal representative of each child has given
permission;

– the agreement (assent) of each child has been obtained
to the extent of the child’s capabilities; and,

– a child’s refusal to participate or continue in the research
will be respected.

Commentary on Guideline 14

Justification of the involvement of children in biomedical
research The participation of children is indispensable
for research into diseases of childhood and conditions
to which children are particularly susceptible (cf. vaccine
trials), as well as for clinical trials of drugs that are de-
signed for children as well as adults. In the past, many new
products were not tested for children though they were di-
rected towards diseases also occurring in childhood; thus
children either did not benefit from these new drugs or
were exposed to them though little was known about their
specific effects or safety in children.Now it is widely agreed
that, as a general rule, the sponsor of any new therapeutic,
diagnostic or preventive product that is likely to be indi-
cated for use in children is obliged to evaluate its safety
and efficacy for children before it is released for general
distribution.

Assent of the child The willing cooperation of the child
should be sought, after the child has been informed to the

extent that thechild’smaturityand intelligencepermit.The
age at which a child becomes legally competent to give
consent differs substantially from one jurisdiction to an-
other; in some countries the “age of consent” established
in theirdifferentprovinces, statesorotherpolitical subdivi-
sions varies considerably. Often children who have not yet
reached the legally established age of consent can under-
stand the implicationsof informedconsent andgo through
the necessary procedures; they can therefore knowingly
agree to serve as research subjects. Such knowing agree-
ment, sometimes referred to as assent, is insufficient to
permit participation in research unless it is supplemented
by thepermissionof aparent, a legal guardianor other duly
authorized representative.
Some children who are too immature to be able to give

knowing agreement, or assent, may be able to register a
‘deliberate objection’, an expression of disapproval or re-
fusal of a proposed procedure. The deliberate objection of
an older child, for example, is to be distinguished from the
behaviour of an infant, who is likely to cry or withdraw in
response to almost any stimulus. Older children, who are
more capable of giving assent, should be selected before
younger children or infants, unless there are valid scien-
tific reasons related to age for involving younger children
first.
A deliberate objection by a child to taking part in re-

search should always be respected even if the parents have
given permission, unless the child needs treatment that is
not available outside the context of research, the investiga-
tional intervention shows promise of therapeutic benefit,
and there is no acceptable alternative therapy. In such a
case, particularly if the child is very young or immature,
a parent or guardian may override the child’s objections.
If the child is older and more nearly capable of indepen-
dent informed consent, the investigator should seek the
specific approval or clearance of the scientific and ethi-
cal review committees for initiating or continuing with the
investigational treatment. If child subjects become capa-
ble of independent informed consent during the research,
their informed consent to continued participation should
be sought and their decision respected.
A child with a likely fatal illness may object or refuse as-

sent to continuation of a burdensome or distressing in-
tervention. In such circumstances parents may press an
investigator to persist with an investigational intervention
against the child’s wishes. The investigator may agree to
do so if the intervention shows promise of preserving or
prolonging life and there is no acceptable alternative treat-
ment. In such cases, the investigator should seek the spe-
cific approval or clearance of the ethical review committee
before agreeing to override the wishes of the child.
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Permission of a parent or guardian The investigatormust
obtain the permission of a parent or guardian in accor-
dance with local laws or established procedures. It may be
assumed that children over the age of 12 or 13 years are
usually capable of understanding what is necessary to give
adequately informed consent, but their consent (assent)
should normally be complemented by the permission of a
parent or guardian, even when local law does not require
such permission. Evenwhen the law requires parental per-
mission, however, the assent of the childmust be obtained.
In some jurisdictions, some individuals who are below

the general age of consent are regarded as “emancipated”
or “mature” minors and are authorized to consent without
the agreement or even the awareness of their parents or
guardians. They may bemarried or pregnant or be already
parents or living independently. Some studies involve in-
vestigation of adolescents’ beliefs and behaviour regarding
sexuality or use of recreational drugs; other research ad-
dresses domestic violence or child abuse. For studies on
these topics, ethical reviewcommitteesmaywaiveparental
permission if, for example, parental knowledge of the sub-
jectmattermay place the adolescents at some risk of ques-
tioning or even intimidation by their parents.
Because of the issues inherent in obtaining assent from

children in institutions, such children should only excep-
tionally be subjects of research. In the case of institution-
alized children without parents, or whose parents are not
legally authorized to grant permission, the ethical review
committee may require sponsors or investigators to pro-
vide it with the opinion of an independent, concerned, ex-
pert advocate for institutionalized children as to the pro-
priety of undertaking the research with such children.

Observation of research by a parent or guardian A parent
or guardian who gives permission for a child to participate
in researchshouldbegiventheopportunity, toa reasonable
extent, to observe the research as it proceeds, so as to be
able towithdraw the child if the parent or guardian decides
it is in the child’s best interests to do so.

Psychological and medical support Research involving
children shouldbe conducted in settings inwhich the child
and the parent can obtain adequate medical and psycho-
logical support. As an additional protection for children,
an investigator may, when possible, obtain the advice of a
child’s family physician, paediatrician or other health-care
provider onmatters concerning the child’s participation in
the research.

(See also Guideline 8: Benefits and risks of study partic-
ipation; Guideline 9: Special limitations on risks when

subjects arenot capable of giving consent; andGuideline 13:
Research involving vulnerable persons.)

Guideline 15: Research involving individuals who by
reason of mental or behavioural disorders are not
capable of giving adequately informed consent

Before undertaking research involving individuals who by
reason of mental or behavioural disorders are not capa-
ble of giving adequately informed consent, the investigator
must ensure that:
– such persons will not be subjects of research that might
equally well be carried out on persons whose capacity to
give adequately informed consent is not impaired;

– the purpose of the research is to obtain knowledge rele-
vant totheparticularhealthneedsofpersonswithmental
or behavioural disorders;

– the consent of each subject has been obtained to the
extent of that person’s capabilities, and a prospective
subject’s refusal to participate in research is always re-
spected, unless, in exceptional circumstances, there is
no reasonable medical alternative and local law permits
overriding the objection; and,

– in caseswhere prospective subjects lack capacity to con-
sent, permission is obtained from a responsible family
member or a legally authorized representative in accor-
dance with applicable law.

Commentary on Guideline 15

General considerations Most individuals with mental or
behavioural disorders are capable of giving informed con-
sent; this Guideline is concerned only with those who are
notcapableorwhobecausetheirconditiondeterioratesbe-
cometemporarily incapable.Theyshouldneverbesubjects
of research that might equally well be carried out on per-
sons in full possessionof theirmental faculties, but theyare
clearly the only subjects suitable for a large part of research
into the origins and treatment of certain severe mental or
behavioural disorders.

Consent of the individual The investigator must obtain
the approval of an ethical review committee to include in
research persons who by reason of mental or behavioural
disorders are not capable of giving informed consent. The
willing cooperation of such persons should be sought to
the extent that their mental state permits, and any ob-
jection on their part to taking part in any study that has
no components designed to benefit them directly should
always be respected. The objection of such an individual
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to an investigational intervention intended to be of thera-
peutic benefit should be respected unless there is no rea-
sonable medical alternative and local law permits overrid-
ing the objection. The agreement of an immediate family
member or other personwith a close personal relationship
with the individual should be sought, but it should be rec-
ognizedthat theseproxiesmayhavetheirowninterests that
maycall theirpermission intoquestion.Somerelativesmay
not be primarily concerned with protecting the rights and
welfare of the patients.Moreover, a close familymember or
friendmaywish to take advantageof a research study in the
hope that it will succeed in “curing” the condition. Some
jurisdictions do not permit third-party permission for sub-
jects lacking capacity to consent. Legal authorization may
be necessary to involve in research an individual who has
been committed to an institution by a court order.

Serious illness in persons who because of mental or be-
havioural disorders are unable to give adequately informed
consent Persons who because of mental or behavioural
disorders are unable to give adequately informed consent
and who have, or are at risk of, serious illnesses such as
HIV infection, cancer or hepatitis should not be deprived
of the possible benefits of investigational drugs, vaccines
or devices that show promise of therapeutic or preventive
benefit, particularly when no superior or equivalent ther-
apy or prevention is available. Their entitlement to access
to such therapy or prevention is justified ethically on the
same grounds as is such entitlement for other vulnerable
groups.
Personswhoareunable togiveadequately informedcon-

sent by reason of mental or behavioural disorders are, in
general, not suitable for participation in formal clinical tri-
als except those trials that are designed to be responsive to
their particular health needs and can be carried out only
with them.

(See also Guidelines 8: Benefits and risks of study partic-
ipation; 9: Special limitations on risks when subjects are
not capable of giving consent; and 13: Research involving
vulnerable persons.)

Guideline 16: Women as research participants

Investigators, sponsors or ethical review committees
should not exclude women of reproductive age from
biomedical research. The potential for becoming pregnant
during a study should not, in itself, be used as a reason for
precluding or limiting participation. However, a thorough
discussion of risks to the pregnant woman and to her

fetus is a prerequisite for the woman’s ability to make a
rational decision to enrol in a clinical study. In this discus-
sion, if participation in the research might be hazardous
to a fetus or a woman if she becomes pregnant, the spon-
sors/investigators should guarantee the prospective sub-
ject a pregnancy test and access to effective contraceptive
methods before the research commences. Where such ac-
cess is not possible, for legal or religious reasons, investiga-
torsshouldnotrecruit forsuchpossiblyhazardousresearch
women whomight become pregnant.

Commentary on Guideline 16

Women in most societies have been discriminated against
with regard to their involvement in research. Women who
are biologically capable of becoming pregnant have been
customarily excluded from formal clinical trials of drugs,
vaccines and medical devices owing to concern about un-
determined risks to the fetus. Consequently, relatively little
is known about the safety and efficacy of most drugs, vac-
cinesordevices for suchwomen,andthis lackofknowledge
can be dangerous.
A general policy of excluding from such clinical trials

women biologically capable of becoming pregnant is un-
just in that it deprives women as a class of persons of the
benefits of the new knowledge derived from the trials. Fur-
ther, it is an affront to their right of self-determination.
Nevertheless, althoughwomenof child-bearingage should
be given the opportunity to participate in research, they
should be helped to understand that the research could in-
clude risks to the fetus if they become pregnant during the
research.
Although this general presumption favours the inclusion

of women in research, it must be acknowledged that in
some parts of the world women are vulnerable to neglect
or harm in research because of their social conditioning to
submit toauthority, toasknoquestions,andtotoleratepain
andsuffering.Whenwomeninsuchsituationsarepotential
subjects in research, investigators need to exercise special
care in the informed consent process to ensure that they
have adequate time and a proper environment in which to
take decisions on the basis of clearly given information.

Individual consent of women In research involving
women of reproductive age, whether pregnant or non-
pregnant, only the informed consent of the woman herself
is required for her participation. In no case should the per-
mission of a spouse or partner replace the requirement of
individual informedconsent. Ifwomenwishtoconsultwith
their husbands or partners or seek voluntarily to obtain
their permission before deciding to enrol in research, that
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isnotonlyethicallypermissiblebut insomecontextshighly
desirable. A strict requirement of authorization of spouse
or partner, however, violates the substantive principle of
respect for persons.
A thorough discussion of risks to the pregnant women

and to her fetus is a prerequisite for the woman’s ability
to make a rational decision to enrol in a clinical study. For
women who are not pregnant at the outset of a study but
who might become pregnant while they are still subjects,
the consent discussion should include information about
the alternative of voluntarily withdrawing from the study
and, where legally permissible, terminating the pregnancy.
Also, if the pregnancy is not terminated, they should be
guaranteed a medical follow-up.

(See also Guideline 17: Pregnant women as research parti-
cipants.)

Guideline 17: Pregnant women as
research participants

Pregnantwomenshouldbepresumed tobeeligible forpar-
ticipation in biomedical research. Investigators and ethical
reviewcommittees shouldensure thatprospective subjects
who are pregnant are adequately informed about the risks
andbenefits to themselves, theirpregnancies, the fetusand
their subsequent offspring, and to their fertility.
Research in this population should be performed only if

it is relevant to the particular health needs of a pregnant
woman or her fetus, or to the health needs of pregnant
women ingeneral, and,whenappropriate, if it is supported
by reliable evidence from animal experiments, particularly
as to risks of teratogenicity and mutagenicity.

Commentary on Guideline 17

The justification of research involving pregnant women is
complicated by the fact that it may present risks and po-
tential benefits to two beings – the woman and the fetus –
as well as to the person the fetus is destined to become.
Though the decision about acceptability of risk should be
made by the mother as part of the informed consent pro-
cess, it is desirable in research directed at the health of
the fetus to obtain the father’s opinion also, when possi-
ble. Even when evidence concerning risks is unknown or
ambiguous, the decision about acceptability of risk to the
fetus shouldbemadeby thewomanaspart of the informed
consent process.
Especially in communities or societies in which cultural

beliefs accord more importance to the fetus than to the

woman’s life or health, women may feel constrained to
participate, or not to participate, in research. Special safe-
guardsshouldbeestablishedtopreventundueinducement
to pregnant women to participate in research in which in-
terventions hold out the prospect of direct benefit to the
fetus. Where fetal abnormality is not recognized as an in-
dication for abortion, pregnant women should not be re-
cruited for research in which there is a realistic basis for
concernthat fetalabnormalitymayoccurasaconsequence
of participation as a subject in research.
Investigators should include in protocols on research on

pregnant women a plan formonitoring the outcome of the
pregnancywith regard toboth thehealthof thewomanand
the short-term and long-term health of the child.

Guideline 18: Safeguarding confidentiality

The investigator must establish secure safeguards of the
confidentiality of subjects’ research data. Subjects should
be told the limits, legal or other, to the investigators’ ability
tosafeguardconfidentialityandthepossibleconsequences
of breaches of confidentiality.

Commentary on Guideline 18

Confidentialitybetweeninvestigatorandsubject Research
relating to individuals and groups may involve the col-
lection and storage of information that, if disclosed to
third parties, could cause harm or distress. Investigators
should arrange to protect the confidentiality of such infor-
mation by, for example, omitting information that might
lead to the identification of individual subjects, limiting
access to the information, anonymizing data, or other
means. During the process of obtaining informed consent
the investigator should inform the prospective subjects
about the precautions that will be taken to protect confi-
dentiality.
Prospective subjects should be informed of limits to the

ability of investigators to ensure strict confidentiality and
of the foreseeable adverse social consequences of breaches
of confidentiality. Some jurisdictions require the reporting
to appropriate agencies of, for instance, certain communi-
cable diseases or evidence of child abuse or neglect. Drug
regulatory authorities have the right to inspect clinical-
trial records, and a sponsor’s clinical-compliance audit
staff may require and obtain access to confidential data.
Theseandsimilar limits to theability tomaintainconfiden-
tiality should be anticipated and disclosed to prospective
subjects.
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Participation in HIV/AIDS drug and vaccine trials may
impose upon the research subjects significant associated
risksof social discriminationorharm; such risksmerit con-
sideration equal to that given to adverse medical conse-
quences of the drugs and vaccines. Efforts must be made
to reduce their likelihood and severity. For example, sub-
jects in vaccine trials must be enabled to demonstrate
that their HIV seropositivity is due to their having been
vaccinated rather than to natural infection. This may be
accomplishedbyproviding themwithdocumentsattesting
to their participation in vaccine trials, or by maintaining a
confidential register of trial subjects, from which informa-
tioncanbemadeavailable tooutsideagencies at a subject’s
request.

Confidentiality between physician and patient Patients
have the right to expect that their physicians and other
health-care professionals will hold all information about
them in strict confidence and disclose it only to those who
need, or have a legal right to, the information, such as other
attending physicians, nurses, or other health-care workers
who perform tasks related to the diagnosis and treatment
of patients. A treating physician should not disclose any
identifying information about patients to an investigator
unless each patient has given consent to such disclosure
andunless an ethical review committee has approved such
disclosure.
Physiciansandotherhealthcareprofessionals record the

details of their observations and interventions in medical
and other records. Epidemiological studies oftenmake use
of such records. For such studies it is usually impractica-
ble to obtain the informed consent of each identifiable pa-
tient; an ethical review committee may waive the require-
ment for informed consent when this is consistent with
the requirements of applicable law andprovided that there
are secure safeguards of confidentiality. (See also Guide-
line 4 Commentary: Waiver of the consent requirement.)
In institutions in which records may be used for research
purposes without the informed consent of patients, it
is advisable to notify patients generally of such prac-
tices; notification is usually by means of a statement in
patient-information brochures. For research limited to
patients’ medical records, access must be approved or
cleared by an ethical review committee andmust be super-
vised by a person who is fully aware of the confidentiality
requirements.

Issuesof confidentiality ingenetic research An investigator
who proposes to perform genetic test of known clinical or
predictive value on biological samples that can be linked
to an identifiable individual must obtain the informed

consent of the individual or, when indicated, the permis-
sion of a legally authorized representative. Conversely, be-
fore performing a genetic test that is of known predictive
value or gives reliable information about a known herita-
ble condition, and individual consent or permission has
not been obtained, investigators must see that biological
samples are fully anonymized and unlinked; this ensures
that no information about specific individuals can be de-
rived from such research or passed back to them.
When biological samples are not fully anonymized and

when it is anticipated that there may be valid clinical or
research reasons for linking the results of genetic tests
to research subjects, the investigator in seeking informed
consent should assure prospective subjects that their iden-
tity will be protected by secure coding of their samples
(encryption) and by restricted access to the database, and
explain to them this process.
When it is clear that for medical or possibly research

reasons the results of genetic tests will be reported to the
subject or to the subject’s physician, the subject should be
informed that such disclosure will occur and that the sam-
ples to be tested will be clearly labelled.
Investigators should not disclose results of diagnostic

genetic tests to relatives of subjects without the subjects’
consent. In places where immediate family relatives would
usually expect to be informed of such results, the research
protocol, as approved or cleared by the ethical review com-
mittee, should indicate the precautions in place to prevent
such disclosure of results without the subjects’ consent;
such plans should be clearly explained during the process
of obtaining informed consent.

Guideline 19: Right of injured subjects to treatment
and compensation

Investigators shouldensure that research subjectswhosuf-
fer injury as a result of their participationare entitled to free
medical treatment for such injury and to such financial or
other assistance as would compensate them equitably for
any resultant impairment, disability or handicap. In the
case of death as a result of their participation, their depen-
dants are entitled to compensation. Subjects must not be
asked to waive the right to compensation.

Commentary on Guideline 19

Guideline 19 is concerned with two distinct but closely
related entitlements. The first is the uncontroversial en-
titlement to free medical treatment and compensation for
accidental injury inflicted by procedures or interventions
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performed exclusively to accomplish the purposes of re-
search (non-therapeutic procedures). The second is the
entitlement of dependants to material compensation for
death or disability occurring as a direct result of study
participation. Implementing a compensation system for
research-related injuries or death is likely to be complex,
however.

Equitablecompensationandfreemedical treatment Com-
pensation is owed to research subjects who are disabled as
a consequence of injury fromprocedures performed solely
toaccomplishthepurposesof research.Compensationand
free medical treatment are generally not owed to research
subjects who suffer expected or foreseen adverse reactions
to investigational therapeutic, diagnostic or preventive in-
terventions when such reactions are not different in kind
from those known to be associated with established inter-
ventions in standard medical practice. In the early stages
of drug testing (Phase I and early Phase II), it is generally
unreasonable to assume that an investigational drug holds
out the prospect of direct benefit for the individual subject;
accordingly, compensation is usually owed to individuals
who become disabled as a result of serving as subjects in
such studies.
The ethical review committee should determine in ad-

vance: i) the injuries for which subjects will receive free
treatment and, in case of impairment, disability or handi-
cap resulting from such injuries, be compensated; and
ii) the injuries for which they will not be compensated.
Prospectivesubjectsshouldbe informedof thecommittee’s
decisions, as part of the process of informed consent. As an
ethical reviewcommitteecannotmakesuchadvancedeter-
mination in respect of unexpected or unforeseen adverse
reactions, such reactions must be presumed compensable
andshouldbereported to thecommittee forprompt review
as they occur.
Subjects must not be asked to waive their rights to

compensation or required to show negligence or lack of a
reasonable degree of skill on the part of the investigator in
order to claim free medical treatment or compensation.
The informed consent process or form should contain no
words thatwould absolve an investigator from responsibil-
ity in the case of accidental injury, or that would imply that
subjects would waive their right to seek compensation for
impairment, disability or handicap. Prospective subjects
should be informed that they will not need to take legal ac-
tion to secure the freemedical treatment or compensation
for injury to which they may be entitled. They should also
be told what medical service or organization or individual
will provide the medical treatment and what organization
will be responsible for providing compensation.

Obligation of the sponsor with regard to compensation
Before the research begins, the sponsor, whether a phar-
maceutical company or other organization or institution,
or a government (where government insurance is not pre-
cluded by law), should agree to provide compensation for
any physical injury for which subjects are entitled to com-
pensation, or come to an agreement with the investiga-
tor concerning the circumstances in which the investiga-
tor must rely on his or her own insurance coverage (for
example, for negligence or failure of the investigator to fol-
low the protocol, orwhere government insurance coverage
is limited to negligence). In certain circumstances it may
be advisable to follow both courses. Sponsors should seek
adequate insurance against risks to cover compensation,
independent of proof of fault.

Guideline 20: Strengthening capacity for ethical
and scientific review and biomedical research

Many countries lack the capacity to assess or ensure the
scientific quality or ethical acceptability of biomedical re-
search proposed or carried out in their jurisdictions. In
externally sponsored collaborative research, sponsors and
investigators have an ethical obligation to ensure that
biomedical research projects for which they are respon-
sible in such countries contribute effectively to national or
local capacity to design and conduct biomedical research,
and toprovide scientific andethical reviewandmonitoring
of such research.
Capacity-building may include, but is not limited to, the

following activities:
� establishingandstrengthening independent andcompe-
tent ethical review processes/committees

� strengthening research capacity
� developing technologies appropriate to health-care and
biomedical research

� training of research and health-care staff
� educating the community from which research subjects
will be drawn.

Commentary on Guideline 20

External sponsors and investigators have an ethical obli-
gation to contribute to a host country’s sustainable ca-
pacity for independent scientific and ethical review and
biomedical research. Before undertaking research in a host
country with little or no such capacity, external sponsors
and investigators should include in the research protocol
a plan that specifies the contribution they will make. The
amount of capacity building reasonably expected should



492 Manual for Research Ethics Committees

be proportional to themagnitude of the research project. A
brief epidemiological study involving only review of medi-
cal records, for example, would entail relatively little, if any,
such development, whereas a considerable contribution is
to be expected to an external sponsor of, for instance, a
large-scale vaccine field-trial expected to last two or three
years.
The specific capacity-building objectives should be de-

termined and achieved through dialogue and negotiation
between external sponsors and host-country authorities.
External sponsors would be expected to employ and, if
necessary, train local individuals to function as investiga-
tors, researchassistantsordatamanagers, for example, and
to provide, as necessary, reasonable amounts of financial,
educational and other assistance for capacity-building. To
avoid conflict of interest and safeguard the independence
of review committees, financial assistance should not be
provided directly to them; rather, funds should be made
available to appropriate authorities in the host-country
government or to the host research institution.

(See also Guideline 10: Research in populations and com-
munities with limited resources.)

Guideline 21: Ethical obligation of external sponsors
to provide health-care services

External sponsors are ethically obliged to ensure the avail-
ability of:
– health-care services that are essential to the safe conduct
of the research;

– treatmentforsubjectswhosuffer injuryasaconsequence
of research interventions; and,

– services that are a necessary part of the commitment of
a sponsor to make a beneficial intervention or product
developedas a result of the research reasonably available
to the population or community concerned.

Commentary on Guideline 21

Obligationsofexternal sponsors toprovidehealth-care ser-
vices will vary with the circumstances of particular studies
and the needs of host countries. The sponsors’ obligations
in particular studies should be clarified before the research
isbegun.Theresearchprotocol shouldspecifywhathealth-
care serviceswill bemadeavailable, duringandafter the re-
search, to the subjects themselves, to the community from
which the subjects are drawn, or to the host country, and
for how long. The details of these arrangements should be
agreed by the sponsor, officials of the host country, other

interested parties, and, when appropriate, the commu-
nity from which subjects are to be drawn. The agreed ar-
rangements shouldbe specified in the consentprocess and
document.
Although sponsors are, in general, not obliged to provide

health-care services beyond thatwhich is necessary for the
conduct of the research, it is morally praiseworthy to do
so. Such services typically include treatment for diseases
contracted in the course of the study. Itmight, for example,
be agreed to treat cases of an infectious disease contracted
during a trial of a vaccine designed to provide immunity to
that disease, or to provide treatment of incidental condi-
tions unrelated to the study.
The obligation to ensure that subjects who suffer injury

as a consequence of research interventions obtainmedical
treatment free of charge, and that compensation be pro-
vided for death or disability occurring as a consequence of
such injury, is the subject of Guideline 19, on the scope and
limits of such obligations.
When prospective or actual subjects are found to have

diseases unrelated to the research, or cannot be enrolled
in a study because they do not meet the health criteria,
investigators should, asappropriate, advise themtoobtain,
or refer themfor,medicalcare. Ingeneral,also, in thecourse
of a study, sponsors should disclose to the proper health
authorities information of public health concern arising
from the research.
The obligation of the sponsor to make reasonably avail-

able for the benefit of the population or community con-
cerned any intervention or product developed, or knowl-
edge generated, as a result of the research is considered
in Guideline 10: Research in populations and communities
with limited resources.

Appendix I

Items to be included in a protocol (or associated
documents) for biomedical research involving
human subjects

(Include the items relevant to the study/project in
question)

1. Title of the study;
2. A summary of the proposed research in lay/non-

technical language.
3. A clear statement of the justification for the study, its

significance indevelopmentand inmeeting theneedsof
the country/population in which the research is carried
out;
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4. The investigators’ views of the ethical issues and con-
siderations raised by the study and, if appropriate, how
it is proposed to deal with them;

5. Summary of all previous studies on the topic, includ-
ingunpublishedstudiesknownto the investigatorsand
sponsors, and information on previously published re-
search on the topic, including the nature, extent and
relevance of animal studies and other preclinical and
clinical studies;

6. A statement that the principles set out in these Guide-
lines will be implemented;

7. An account of previous submissions of the protocol for
ethical review and their outcome;

8. A brief description of the site(s) where the research is
to be conducted, including information about the ad-
equacy of facilities for the safe and appropriate con-
duct of the research, and relevant demographic and
epidemiological information about the country or re-
gion concerned;

9. Name and address of the sponsor;
10. Names, addresses, institutional affiliations, qualifica-

tions and experience of the principal investigator and
other investigators;

11. The objectives of the trial or study, its hypotheses or
research questions, its assumptions, and its variables;

12. A detailed description of the design of the trial or study.
In the case of controlled clinical trials the description
should include, but not be limited to, whether assign-
ment to treatment groups will be randomized (includ-
ing the method of randomization), and whether the
study will be blinded (single blind, double blind), or
open;

13. Thenumber of research subjects needed to achieve the
study objective, and how this was statistically deter-
mined;

14. The criteria for inclusion or exclusion of potential sub-
jects, and justification for the exclusion of any groups
on the basis of age, sex, social or economic factors, or
for other reasons;

15. The justification for involving as research subjects any
persons with limited capacity to consent or members
of vulnerable social groups, and a description of spe-
cialmeasures tominimize risks anddiscomfort to such
subjects;

16. Theprocessofrecruitment,e.g.,advertisement,andthe
steps to be taken to protect privacy and confidentiality
during recruitment;

17. Description and explanation of all interventions (the
methodof treatmentadministration, includingrouteof
administration, dose, dose interval and treatment per-
iod for investigational and comparator products used);

18. Plans and justification for withdrawing or withholding
standardtherapies in thecourseof theresearch, includ-
ing any resulting risks to subjects;

19. Any other treatment thatmay be given or permitted, or
contraindicated, during the study;

20. Clinical and laboratory tests and other tests that are to
be carried out;

21. Samples of the standardized case-report forms to be
used, the methods of recording therapeutic response
(description and evaluation ofmethods and frequency
ofmeasurement), the follow-up procedures, and, if ap-
plicable, the measures proposed to determine the ex-
tent of compliance of subjects with the treatment;

22. Rules or criteria according to which subjects may be
removed from the study or clinical trial, or (in a multi-
centre study) a centre may be discontinued, or the
study may be terminated;

23. Methods of recording and reporting adverse events or
reactions, and provisions for dealing with complica-
tions;

24. The known or foreseen risks of adverse reactions,
including the risks attached to each proposed inter-
vention and to any drug, vaccine or procedure to be
tested;

25. For research carrying more than minimal risk of phys-
ical injury, details of plans, including insurance cover-
age, to provide treatment for such injury, including the
funding of treatment, and to provide compensation for
research-related disability or death;

26. Provision for continuing access of subjects to the in-
vestigational treatment after the study, indicating its
modalities, the individual or organization responsible
for paying for it, and for how long it will continue;

27. For research on pregnant women, a plan, if appropri-
ate, for monitoring the outcome of the pregnancy with
regard to both the health of the woman and the short-
term and long-term health of the child;

28. The potential benefits of the research to subjects and
to others;

29. The expected benefits of the research to the popula-
tion, including new knowledge that the study might
generate;

30. The means proposed to obtain individual informed
consent and the procedure planned to communi-
cate information to prospective subjects, including the
name and position of the person responsible for ob-
taining consent;

31. When a prospective subject is not capable of informed
consent, satisfactory assurance that permissionwill be
obtained from a duly authorized person, or, in the case
of a child who is sufficiently mature to understand the
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implications of informed consent but has not reached
the legal age of consent, that knowing agreement, or
assent, will be obtained, as well as the permission of
a parent, or a legal guardian or other duly authorized
representative;

32. An account of any economic or other inducements or
incentives to prospective subjects to participate, such
as offers of cash payments, gifts, or free services or
facilities, and of any financial obligations assumed by
the subjects, such as payment for medical services;

33. Plans and procedures, and the persons responsible, for
communicating to subjects information arising from
the study (on harm or benefit, for example), or from
other research on the same topic, that could affect sub-
jects’ willingness to continue in the study;

34. Plans to inform subjects about the results of the study;
35. Theprovisions for protecting the confidentiality of per-

sonal data, and respecting the privacy of subjects, in-
cluding the precautions that are in place to prevent
disclosure of the results of a subject’s genetic tests to
immediate family relatives without the consent of the
subject;

36. Informationabouthowthecode, if any, for thesubjects’
identity is established, where it will be kept and when,
how and by whom it can be broken in the event of an
emergency;

37. Any foreseen further uses of personal data or biological
materials;

38. A description of the plans for statistical analysis of
the study, including plans for interim analysis, if any,
and criteria for prematurely terminating the study as a
whole if necessary;

39. Plans for monitoring the continuing safety of drugs or
other interventions administered for purposes of the
study or trial and, if appropriate, the appointment for
this purpose of an independent data-monitoring (data
and safety monitoring) committee;

40. A list of the references cited in the protocol;
41. The source and amount of funding of the research:

the organization that is sponsoring the research and

a detailed account of the sponsor’s financial commit-
ments to the research institution, the investigators, the
research subjects, and, when relevant, the community;

42. The arrangements for dealing with financial or other
conflicts of interest that might affect the judgement
of investigators or other research personnel: inform-
ing the institutional conflict-of-interest committee of
such conflicts of interest; the communication by that
committee of the pertinent details of the information
to the ethical review committee; and the transmission
by that committee to the research subjects of the parts
of the information that it decides should be passed on
to them;

43. The time schedule for completion of the study;
44. For research that is to be carried out in a developing

country or community, the contribution that the spon-
sor will make to capacity-building for scientific and
ethical review and for biomedical research in the host
country, and an assurance that the capacity-building
objectives are in keeping with the values and expecta-
tions of the subjects and their communities;

45. Particularly in the case of an industrial sponsor, a con-
tract stipulating who possesses the right to publish the
results of the study, and amandatory obligation to pre-
parewith, andsubmit to, theprincipal investigators the
draft of the text reporting the results;

46. In thecaseof anegativeoutcome, anassurance that the
results will be made available, as appropriate, through
publication or by reporting to the drug registration
authority;

47. Circumstances in which it might be considered inap-
propriate topublishfindings, suchaswhenthefindings
of an epidemiological, sociological or genetics study
may present risks to the interests of a community or
population or of a racially or ethnically defined group
of people;

48. A statement that any proven evidence of falsification
of data will be dealt with in accordance with the policy
of the sponsor to take appropriate action against such
unacceptable procedures.



66

1991 international guidelines for ethical review
of epidemiological studies

Council for International Organisations of Medical Sciences

Introduction

These Guidelines are intended for investigators, health
policy-makers,membersof ethical reviewcommittees, and
others who have to deal with ethical issues that arise in
epidemiology. Theymay also assist in the establishment of
standards for ethical review of epidemiological studies.
The Guidelines are an expression of concern to ensure

that epidemiological studies observe ethical standards.
These standardsapply toallwhoundertakeanyof the types
of activity covered by theGuidelines. Investigatorsmust al-
ways be held responsible for the ethical integrity of their
studies.
Epidemiology is defined as the study of the distribution

anddeterminantsofhealth-relatedstatesorevents inspec-
ified populations, and the application of this study to con-
trol of health problems.
Epidemiology has greatly improved the human condi-

tion in the present century. It has clarified our understand-
ingofmanyphysical, biological andbehaviouraldangers to
health. Some of the knowledge obtained has been applied
to the control of environmental and biological threats to
health, such as diseases due to drinking polluted water.
Other epidemiological knowledge has becomepart of pop-
ular culture, leading to changed values and behaviour, and
thushas led to improvedhealth:examples includeattitudes
towards personal hygiene, tobacco smoking, diet and exer-
cise in relation to heart disease, and the use of seat-belts to
reduce the risk of traffic injury and death.
Epidemiological practice and research are based mostly

on observation, and require no intervention more inva-
sive than asking questions and carrying out routine med-
ical examinations. Practice and research may overlap, as,
for example, when both routine surveillance of cancer and

c© Council for International Organisations of Medical Sciences.

original research on cancer are conducted by professional
staff of a population-based cancer registry.
Epidemiological research is of two main types: observa-

tional and experimental:
Three types of observational epidemiological research

are distinguished: cross-sectional studies (also known as
surveys), case-control studies, and cohort studies. These
types of study carry minimal risk to study subjects. They
involve no intervention other than asking questions, carry-
ing out medical examinations and, sometimes, laboratory
tests or x-ray examinations. The informed consent of sub-
jects is normally required, although there are some excep-
tions – for example, very large cohort studies conducted
exclusively by examining medical records.
A cross-sectional study (survey) is commonly done on a

random sample of a population. Study subjects are asked
questions,medically examined, or asked to submit to labo-
ratory tests. Its aim is to assess aspects of the health of a
population, or to test hypotheses about possible causes of
disease or suspected risk factors.
A case-control study compares the past history of expo-

sure to risk among patients who have a specified condition
(cases) with the past history of exposure to this risk among
persons who resemble the cases in such respects as age
and sex, but do not have the specified condition (controls).
Differing frequencyofpast exposure amongcases andcon-
trols can be statistically analysed to test hypotheses about
causes or risk factors. Case-control studies are themethod
of choice for testing hypotheses about rare conditions, be-
cause they can be done with small numbers of cases. They
generally do not involve invasion of privacy or violation
of confidentiality. If a case-control study requires direct
contact between research workers and study subjects, in-
formedconsent toparticipation in thestudy is required; if it
entails only a review of medical records, informed consent
may not be required and indeed may not be feasible.

495
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In a cohort study, also known as a longitudinal or pros-
pective study, individuals with differing exposure levels to
suspected risk factors are identified and observed over a
period, commonly years, and the rates of occurrence of
the condition of interest are measured and compared in
relation to exposure levels. This is a more robust research
method than a cross-sectional or case-control study, but it
requires studyof largenumbers for a long timeand is costly.
Usually it requires only askingquestions and routinemedi-
cal examinations; sometimes it requires laboratory tests.
Informed consent is normally required, but an exception
to this requirement is a retrospective cohort study that
uses linkedmedical records. Inaretrospectivecohort study,
the initial or base-line observationsmay relate to exposure
many years earlier to a potentially harmful agent, such as
x-rays, a prescribed drug or an occupational hazard, about
which details are known; the final or endpoint observa-
tions are often obtained from death certificates. Numbers
of subjectsmay be very large, perhapsmillions, so it would
be impracticable to obtain their informed consent. It is
essential to identify precisely every individual studied; this
is achieved by methods of matching that are built into
record linkage systems. After identities have been estab-
lished to compile the statistical tables, all personal identi-
fying information is obliterated, and therefore privacy and
confidentiality are safeguarded.
An experiment is a study inwhich the investigator inten-

tionally alters one or more factors under controlled condi-
tions to study the effects of doing so. The usual formof epi-
demiologicalexperiment is therandomized controlled trial,
which is done to test a preventive or therapeutic regimen
or diagnostic procedure. Such experiments involving hu-
man subjects should be regarded as unethical unless there
is genuineuncertainty about the regimenorprocedureand
this uncertainty can be clarified by research.
Usually in this formof experiment, subjects are allocated

at random to groups, one group to receive, the other group
not to receive, the experimental regimenor procedure. The
experimentcomparestheoutcomesinthetwogroups.Ran-
dom allocation removes the effects of bias, which would
destroy the validity of comparisons between the groups.
Since it is always possible that harm may be caused to
at least some of the subjects, their informed consent is
essential.
Epidemiology is facing new challenges and opportuni-

ties. The application of information technology to large
data-files has expanded the role and capacity of epidemio-
logical studies. The acquired immunodeficiency syndrome
(AIDS) epidemic and itsmanagement have given epidemi-
ological studies new urgency; public health authorities are
usingpopulation-screening studies toestablishprevalence

levels of human immunodeficiency virus (HIV) infection
for purposes of monitoring and restricting the spread of
infection. Ahead lie entirely new challenges, such as those
arising from the conjunction of molecular and population
genetics.

Preamble

The general conduct of biomedical studies is guided by
statements of internationally recognized principles of hu-
man rights, including the Nuremberg Code and the World
Medical Association’s Declaration of Helsinki, as revised
(Helsinki IV). These principles also underlie the Proposed
International Guidelines for Biomedical Research Involv-
ing Human Subjects, issued by the Council for Interna-
tional Organizations of Medical Sciences in 1982. These
and similar national codes are based on themodel of clini-
cal medicine, and often address interests of “patients” or
individual “subjects”. Epidemiological research concerns
groups of people, and the above codes do not adequately
cover its special features. Proposals for epidemiological
studies should be reviewed independently on ethical
grounds.
Ethical issues often arise as a result of conflict among

competing sets of values, such as, in the field of pub-
lic health, the conflict between the rights of individuals
and the needs of communities. Adherence to these guide-
lines will not avoid all ethical problems in epidemiologi-
cal studies. Many situations require careful discussion and
informed judgement on the part of investigators, ethical
reviewcommittees, administrators, health-carepractition-
ers, policy-makers, and community representatives. Ex-
ternally sponsored epidemiological studies in developing
countries merit special attention. A framework for the ap-
plication of these guidelines is set by the laws andpractices
in each jurisdiction in which it is proposed to undertake
studies.
The purpose of ethical review is to consider the features

of aproposed study in the light of ethical principles, so as to
ensure that investigators have anticipated and satisfacto-
rily resolved possible ethical objections, and to assess their
responsestoethical issuesraisedbythestudy.Notallethical
principlesweighequally.A studymaybeassessedasethical
even if a usual ethical expectation, such as confidentiality
of data, has not been comprehensively met, provided the
potential benefits clearly outweigh the risks and the inves-
tigators give assurances ofminimizing risks. Itmay evenbe
unethical to reject such a study, if its rejection would deny
a community the benefits it offers. The challenge of ethi-
cal review is to make assessments that take into account
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potential risks and benefits, and to reach decisions on
whichmembers of ethical review committeesmay reason-
ably differ.
Different conclusions may result from different ethical

reviews of the same issue or proposal, and each conclusion
may be ethically reached, given varying circumstances of
place and time; a conclusion is ethical not merely because
of what has been decided but also owing to the process of
conscientious reflection and assessment by which it has
been reached.

General ethical principles

All researchinvolvinghumansubjectsshouldbeconducted
inaccordancewithfourbasicethicalprinciples,namelyres-
pect for persons, beneficence, non-maleficence, and justice.
It is usually assumed that these principles guide the con-
scientiouspreparationofproposals for scientific studies. In
varying circumstances, they may be expressed differently
andgivendifferentweight,andtheirapplication, inall good
faith, may have different effects and lead to different deci-
sionsorcoursesofaction.Theseprincipleshavebeenmuch
discussed and clarified in recent decades, and it is the aim
of these Guidelines that they be applied to epidemiology.

Respect for persons incorporates at least two other fun-
damental ethical principles, namely:
a) autonomy, which requires that those who are cap-

able of deliberation about their personal goals should
be treated with respect for their capacity for self-
determination; and

b) protection of persons with impaired or diminished au-
tonomy,whichrequires that thosewhoaredependentor
vulnerable be afforded security against harm or abuse.

Beneficence is the ethical obligation to maximize possible
benefits and tominimize possible harms andwrongs. This
principle gives rise to norms requiring that the risks of re-
search be reasonable in the light of the expected benefits,
that the research design be sound, and that the investi-
gators be competent both to conduct the research and to
assure the well-being of the research subjects.

Non-maleficence (“Do no harm”) holds a central posi-
tion in the tradition of medical ethics, and guards against
avoidable harm to research subjects.

Justice requires that cases considered to be alike be
treated alike, and that cases considered to be different
be treated in ways that acknowledge the difference. When
the principle of justice is applied to dependent or vulner-
able subjects, itsmain concern is with the rules of distribu-
tive justice. Studies should be designed to obtain knowl-
edge that benefits the class of personsofwhich the subjects

are representative: the class of persons bearing the burden
should receive an appropriate benefit, and the class pri-
marily intended to benefit should bear a fair proportion of
the risks and burdens of the study.
The rules of distributive justice are applicable within

and among communities. Weaker members of communi-
ties should not bear disproportionate burdens of studies
fromwhich allmembers of the community are intended to
benefit, and more dependent communities and countries
should not bear disproportionate burdens of studies from
whichall communitiesorcountriesare intended tobenefit.
General ethical principles may be applied at individ-

ual and community levels. At the level of the individual
(microethics), ethics governs how one person should re-
late to another and the moral claims of each member of a
community. At the level of the community, ethics applies
to how one community relates to another, and to how a
community treats each of itsmembers (including prospec-
tivemembers) andmembers of other groupswith different
cultural values (macroethics). Procedures that are unethi-
cal at one level cannot be justifiedmerely because they are
considered ethically acceptable at the other.

Ethical principles applied to epidemiology

Informed consent

Individual consent
1. When individuals are to be subjects of epidemiologi-
cal studies, their informed consent will usually be sought.
Forepidemiological studies thatusepersonally identifiable
private data, the rules for informed consent vary, as dis-
cussed further below. Consent is informed when it is given
byapersonwhounderstands thepurposeandnatureof the
study, what participation in the study requires the person
to do and to risk, and what benefits are intended to result
from the study.

2. An investigatorwhoproposes not to seek informed con-
sent has the obligation to explain to an ethical review com-
mittee how the study would be ethical in its absence: it
may be impractical to locate subjects whose records are
to be examined, or the purpose of some studies would be
frustrated – for example, prospective subjects on being in-
formed would change the behaviour that it is proposed
to study, or might feel needlessly anxious about why they
were subjects or study. The investigator will provide as-
surances that strict safeguards will be maintained to pro-
tect confidentiality and that the study is aimed at pro-
tecting or advancing health. Another justification for not
seeking informed consent may be that subjects are made
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aware through public announcements that it is custom-
ary to make personal data available for epidemiological
studies.

3. An ethical issue may arise when occupational records,
medical records, tissue samples, etc. are used for a pur-
pose for which consent was not given, although the study
threatens no harm. Individuals or their public representa-
tives should normally be told that their datamight be used
in epidemiological studies, and what means of protecting
confidentialityareprovided.Consent isnot required foruse
of publicly available information, although countries and
communities differ with regard to the definition of what
information about citizens is regarded as public. However,
when such information is to be used, it is understood that
investigators will minimize disclosure of personally sensi-
tive information.

4. Some organizations and government agencies employ
epidemiologists who may be permitted by legislation or
employees’ contracts to have access to data without sub-
jects’ consent. These epidemiologists must then consider
whether it is ethical for them, in a given case, to use this
power of access to personal data. Ethically, they may still
be expected either to seek the consent of the individuals
concerned, or to justify their access without such consent.
Access may be ethical on such grounds as minimal risk of
harm to individuals, public benefit, and investigators’ pro-
tection of the confidentiality of the individuals whose data
they study.

Community agreement
5. Whenit isnotpossible torequest informedconsent from
every individual tobe studied, theagreementof a represen-
tative of a community or groupmaybe sought, but the rep-
resentativeshouldbechosenaccording to thenature, tradi-
tions and political philosophy of the community or group.
Approval given by a community representative should be
consistent with general ethical principles.
When investigators work with communities, they will

consider communal rights and protection as they would
individual rightsandprotection.Forcommunities inwhich
collective decision-making is customary, communal lead-
ers can express the collective will. However, the refusal of
individuals to participate in a study has to be respected:
a leader may express agreement on behalf of a commu-
nity, but an individual’s refusal of personal participation is
binding.

6. Whenpeopleareappointedbyagenciesoutsideagroup,
suchasadepartmentof government, to speak formembers
of the group, investigators and ethical review committees

should consider how authentically these people speak for
thegroup, and if necessary seekalso theagreementofother
representatives. Representatives of a community or group
may sometimes be in a position to participate in designing
the study and in its ethical assessment.

7. The definition of a community or group for purposes of
epidemiological study may be a matter of ethical concern.
When members of a community are naturally conscious
of its activities as a community and feel common interests
with other members, the community exists, irrespective of
the study proposal. Investigators will be sensitive to how a
community is constituted or defines itself, and will respect
the rights of underprivileged groups.

8. Forpuposes of epidemiological study, investigatorsmay
define groups that are composed of statistically, geograph-
ically or otherwise associated individuals who do not nor-
mally interact socially. When such groups are artificially
created for scientific study, groupmembersmaynot readily
be identifiable as leaders or representatives, and individu-
als may not be expected to risk disadvantage for the bene-
fit of others. Accordingly, it will be more difficult to ensure
group representation, and all themore important to obtain
subjects’ free and informed consent to participate.

Selective disclosure of information
9. In epidemiology, an acceptable study technique in-
volves selective disclosure of information, which seems to
conflict with the principle of informed consent. For cer-
tain epidemiological studiesnon-disclosure ispermissible,
even essential, so as to not influence the spontaneous con-
duct under investigation, and to avoid obtaining responses
that the respondentmight give in order to please the ques-
tioner. Selective disclosure may be benign and ethically
permissible, provided that it does not induce subjects to
dowhat theywouldnot otherwise consent to do. An ethical
review committee may permit disclosure of only selected
information when this course is justified.

Undue influence
10. Prospectivesubjectsmaynot feel free torefuserequests
from thosewho have power or influence over them. There-
fore the identityof the investigatororotherpersonassigned
to invite prospective subjects to participate must be made
known to them. Investigators are expected to explain to
the ethical review committee how they propose to neu-
tralize such apparent influence. It is ethically questionable
whether subjects should be recruited from among groups
that are unduly influenced by persons in authority over
them or by community leaders, if the study can be done
with subjects who are not in this category.
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Inducement to participate
11. Individuals or communities should not be pressured
to participate in a study. However, it can be hard to draw
the line between exerting pressure or offering inappropri-
ate inducements and creating legitimate motivation. The
benefits of a study, such as increased or new knowledge,
are proper inducements. However, when people or com-
munities lack basic health services or money, the prospect
of being rewarded by goods, services or cash payments can
induce participation. To determine the ethical propriety of
such inducements, theymust be assessed in the light of the
traditions of the culture.

12. Risks involved in participation should be acceptable to
subjectseven in theabsenceof inducement. It isacceptable
to repay incurred expenses, such as for travel. Similarly,
promises of compensation and care for damage, injury or
loss of income should not be considered inducements.

Maximizing benefit

Communication of study results
13. Part of the benefit that communities, groups and indi-
viduals may reasonably expect from participating in stud-
ies is that they will be told of findings that pertain to their
health. Where findings could be applied in public health
measures to improve community health, they should be
communicated to the health authorities. In informing in-
dividuals of the findings and their pertinence to health,
their level of literacy and comprehension must be con-
sidered. Research protocols should include provision for
communicating such information to communities and
individuals.
Research findings and advice to communities should be

publicizedbywhatever suitablemeans are available.When
HIV-prevalence studies are conducted by unlinked anony-
mous screening, there should be, where feasible, provision
for voluntary HIV-antibody testing under conditions of in-
formed consent, with pre- and post-test counselling, and
assurance of confidentiality.

Impossibility of communicating study results
14. Subjects of epidemiological studies should be advised
that it may not be possible to inform them about findings
that pertain to their health, but that they should not take
this to mean that they are free of the disease or condition
under study. Often it may not be possible to extract from
pooled findings information pertaining to individuals and
their families, but when findings indicate a need of health
care, those concerned should be advised of means of ob-
taining personal diagnosis and advice.

Whenepidemiological data areunlinked, adisadvantage
to subjects is that individuals at risk cannot be informed
of useful findings pertinent to their health. When subjects
cannot be advised individually to seek medical attention,
the ethical duty to do good can be served by making perti-
nent health-care advice available to their communities.

Release of study results
15. Investigators may be unable to compel release of data
held by governmental or commercial agencies, but as
health professionals they have an ethical obligation to
advocate the release of information that is in the public
interest.
Sponsors of studies may press investigators to present

their findings in ways that advance special interests, such
as to show that a product or procedure is or is not harmful
to health. Sponsorsmust not present interpretations or in-
ferences, or theories andhypotheses, as if theywereproven
truths.

Health care for the community under study
16. The undertaking of an epidemiological project in a de-
veloping country may create the expectation in the com-
munity concerned that it will be providedwith health care,
at least while the research workers are present. Such an
expectation should not be frustrated, and, where people
need health care, arrangements should be made to have
them treated or they should be referred to a local health
service that can provide the needed care.

Training local health personnel
17. While studies are in progress, particularly in develop-
ingcountries, theopportunity shouldbe taken to train local
health workers in skills and techniques that can be used to
improve health services. For instance, by training them in
the operation of measuring devices and calculating ma-
chines, when a study team departs it leaves something of
value, such as the ability to monitor disease or mortality
rates.

Minimizing harm

Causing harm and doing wrong
18. Investigators planning studieswill recognize the risk of
causing harm, in the sense of bringing disadvantage, and
of doing wrong, in the sense of transgressing values. Harm
may occur, for instance, when scarce health personnel are
diverted from their routine duties to serve the needs of a
study, or when, unknown to a community, its health-care
priorities are changed. It is wrong to regard members of
communities as only impersonalmaterial for study, even if
they are not harmed.
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19. Ethical reviewmust always assess the riskof subjects or
groups suffering stigmatization, prejudice, loss of prestige
or self-esteem, or economic loss as a result of taking part
in a study. Investigators will inform ethical review commit-
tees andprospective subjects ofperceived risks, andofpro-
posals to prevent or mitigate them. Investigators must be
able to demonstrate that the benefits outweigh the risks for
both individuals and groups. There should be a thorough
analysis to determinewhowould be at risk andwhowould
benefit from the study. It is unethical to expose persons to
avoidable risks disproportionate to the expected benefits,
or to permit a known risk to remain if it can be avoided or
at least minimized.

20. When a healthy person is amember of a population or
sub-group at raised risk and engages in high-risk activities,
it is unethical not to propose measures for protecting the
population or sub-group.

Preventing harm to groups
21. Epidemiological studies may inadvertently expose
groups as well as individuals to harm, such as economic
loss, stigmatization, blame, or withdrawal of services. In-
vestigators who find sensitive information that may put a
group at risk of adverse criticism or treatment should be
discreet in communicating and explaining their findings.
When the location or circumstances of a study are impor-
tant to understanding the results, the investigators will ex-
plainbywhatmeanstheyproposetoprotect thegroupfrom
harm or disadvantage; such means include provisions for
confidentiality and the use of language that does not imply
moral criticism of subjects’ behaviour.

Harmful publicity
22. Conflict may appear between, on the one hand, doing
no harm and, on the other, telling the truth and openly
disclosing scientific findings. Harm may be mitigated by
interpreting data in a way that protects the interests of
those at risk, and is at the same time consistent with
scientific integrity. Investigators should, where possible,
anticipate and avoid misinterpretation that might cause
harm.

Respect for social mores
23. Disruptionof socialmores is usually regardedasharm-
ful. Although cultural values and social mores must be re-
spected, it may be a specific aim of an epidemiological
study to stimulate change in certain customs or conven-
tional behaviour to lead through change to healthful be-
haviour – for instance, with regard to diet or a hazardous
occupation.

24. Althoughmembers of communities have a right not to
have others impose an uninvited “good” on them, studies
expected to result in health benefits are usually consid-
ered ethically acceptable and not harmful. Ethical review
committees should consider a study’s potential for bene-
ficial change. However, investigators should not overstate
such benefits, in case a community’s agreement to partici-
pate is unduly influencedby its expectationofbetterhealth
services.

Sensitivity to different cultures
25. Epidemiologists often investigate cultural groups
other than their own, inside or outside their own countries,
and undertake studies initiated from outside the culture,
community or country in which the study is to be conduc-
ted. Sponsoring and host countries may differ in the ways
in which, in their cultures, ethical values are understood
and applied – for instance, with regard to autonomy of
individuals.
Investigators must respect the ethical standards of their

owncountries and thecultural expectationsof the societies
in which epidemiological studies are undertaken, unless
this implies a violation of a transcendingmoral rule. Inves-
tigators riskharmingtheir reputationbypursuingworkthat
host countriesfindacceptablebut theirowncountries con-
sider offensive. Similarly, they may transgress the cultural
values of the host countries by uncritically conforming to
the expectations of their own.

Confidentiality
26. Researchmay involve collecting and storing data relat-
ing to individuals and groups, and such data, if disclosed
to third parties, may cause harm or distress. Consequently,
investigators shouldmake arrangements for protecting the
confidentiality of suchdata by, for example, omitting infor-
mation that might lead to the identification of individual
subjects, or limitingaccess to thedata, orbyothermeans. It
is customary in epidemiology to aggregatenumbers so that
individual identities are obscured. Where group confiden-
tiality cannot be maintained or is violated, the investiga-
tors should take steps tomaintain or restore a group’s good
name and status. Information obtained about subjects is
generally divisible into:

Unlinked information, which cannot be linked, associa-
ted or connected with the person to whom it refers; as
this person is not known to the investigator, confidentiali-
ty is not at stake and the question of consent does not
arise.

Linked information, which may be:
- anonymous, when the information cannot be linked to
the person to whom it refers except by a code or other
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means known only to that person, and the investigator
cannot know the identity of the person;

- non-nominal, when the information can be linked to the
person by a code (not including personal identification)
known to the person and the investigator; or

- nominal or nominative, when the information is linked
to thepersonbymeansof personal identification, usually
the name.

Epidemiologists discard personal identifying information
when consolidating data for purposes of statistical analy-
sis. Identifiable personal datawill not beusedwhena study
can be donewithout personal identification – for instance,
in testing unlinked anonymous blood samples for HIV in-
fection. When personal identifiers remain on records used
for a study, investigators should explain to review commit-
tees why this is necessary and how confidentiality will be
protected. If, with the consent of individual subjects, in-
vestigators link different sets of data regarding individuals,
they normally preserve confidentiality by aggregating indi-
vidual data into tables or diagrams. In government service
the obligation to protect confidentiality is frequently rein-
forced by the practice of swearing employees to secrecy.

Conflict of interest

Identification of conflict of interest
27. It is an ethical rule that investigators should have no
undisclosed conflict of interest with their study collabora-
tors, sponsors or subjects. Investigators should disclose to
theethical reviewcommitteeanypotential conflictof inter-
est. Conflict can arise when a commercial or other sponsor
may wish to use study results to promote a product or ser-
vice,orwhenitmaynotbepoliticallyconvenient todisclose
findings.

28. Epidemiological studiesmaybe initiated,orfinancially
orotherwise supported, bygovernmental orother agencies
thatemploy investigators. In theoccupationalandenviron-
mental health fields, several well-defined special-interest
groups may be in conflict: shareholders, management,
labour, government regulatoryagencies,public interestad-
vocacy groups, and others. Epidemiological investigators
may be employed by any of these groups. It can be difficult
to avoid pressures resulting from such conflict of interest,
andconsequentdistorted interpretationsof studyfindings.
Similar conflict may arise in studies of the effects of drugs
and in testing medical devices.

29. Investigators and ethical review committees will be
sensitive to the risk of conflict, and committees will not
normally approve proposals in which conflict of interest
is inherent. If, exceptionally, such a proposal is approved,

the conflict of interest should be disclosed to prospective
subjects and their communities.

30. There may appear to be conflict when subjects do not
want to change their behaviour and investigators believe
that they ought to do so for the sake of their health. How-
ever, thismay not be a true conflict of interest, as the inves-
tigators are motivated by the subjects’ health interests.

Scientific objectivity and advocacy
31. Honesty and impartiality are essential in designing
and conducting studies, and presenting and interpreting
findings. Data will not be withheld, misrepresented or
manipulated. Investigators may discover health hazards
that demand correction, and become advocates of means
to protect and restore health. In this event, their advocacy
must be seen to rely on objective, scientific data.

Ethical review procedures

Requirement of ethical review
32. The provisions for ethical review in a society are influ-
enced by economic and political considerations, the or-
ganization of health care and research, and the degree
of independence of investigators. Whatever the circum-
stances, there is a responsibility to ensure that theDeclara-
tionofHelsinkiandtheCIOMSInternationalGuidelines for
Biomedical Research Involving Human Subjects are taken
into account in epidemiological studies.

33. The requirement that proposals for epidemiological
studies be submitted to independent ethical review ap-
plies irrespective of the sourceof theproposals – academic,
governmental, health-care, commercial, orother. Sponsors
should recognize the necessity of ethical review and facili-
tate the establishment of ethical review committees. Spon-
sors and investigators are expected to submit their propos-
als toethical review,and this shouldnotbeoverlookedeven
when sponsors have legal power to permit investigators
access to data. An exception is justified when epidemiol-
ogists must investigate outbreaks of acute communicable
diseases. Then they must proceed without delay to iden-
tify and control health risks. They cannot be expected to
await the formal approval of an ethical review committee.
Nevertheless, in such circumstances the investigator will,
as far as possible, respect the rights of individuals, namely
freedom, privacy, and confidentiality.

Ethical review committees
34. Ethical review committees may be created under the
aegis of national or local health administrations, national
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medical research councils, or other nationally representa-
tive health-care bodies. The authority of committees oper-
ating on a local basis may be confined to one institution
or extend to all biomedical studies undertaken in a defined
political jurisdiction.Howevercommitteesarecreated,and
however their jurisdiction is defined, they should establish
working rules – regarding, for instance, frequency ofmeet-
ings, a quorum of members, decision-making procedures,
and review of decisions, and they should issue such rules
to prospective investigators.

35. In a highly centralized administration, a national re-
view committeemay be constituted to review study proto-
cols from both scientific and ethical standpoints. In coun-
tries with a decentralized administration, protocols are
more effectively and conveniently reviewed at a local or
regional level. Local ethical review committees have two
responsibilities: – to verify that all proposed interventions
have been assessed for safety by a competent expert body,
and – to ensure that all other ethical issues are satisfactorily
resolved.

36. Local reviewcommittees act as apanel of investigators’
peers, and their composition should be such as can ensure
adequate review of the study proposals referred to them.
Their membership should include epidemiologists, other
health practitioners, and lay persons qualified to represent
a range of community, cultural andmoral values. Commit-
tees should have diverse composition and include repre-
sentatives of any populations specially targeted for study.
The members should change periodically to prevent indi-
viduals from becoming unduly influential, and to widen
thenetwork involved in ethical review. Independence from
the investigators is maintained by precluding anymember
with a direct interest in a proposal from participating in its
assessment.

Ethical conduct of members of review committees
37. Ethical review committee members must carefully
guard against any tendencies to unethical conduct on their
own part. In particular, they should protect the confiden-
tiality of review-committee documents and discussions.
Also, they should not compel investigators to submit to
unnecessary repetition of review.

Representation of the community
38. The community to be studied shouldbe represented in
the ethical review process. This is consistent with respect
for the culture, the dignity and self-reliance of the com-
munity, and the aim of achieving community members’
full understanding of the study. It should not be conside-
red that lack of formal education disqualifies community

members from joining in constructive discussion on issues
relating to the study and the application of its findings.

Balancing personal and social perspectives
39. In performing reviews, committees will consider both
personal and social perspectives. While, at the personal
level, it is essential to ensure individual informed and free
consent, such consent alone may not be sufficient to ren-
der a study ethical if the individual’s community finds the
study objectionable. Social values may raise broad issues
that affect future populations and the physical environ-
ment. For example, in proposals for the widespread appli-
cation ofmeasures to control intermediate hosts of disease
organisms, investigators will anticipate the effects of those
measures on communities and the environment, and re-
view committees will ensure that there is adequate provi-
sion for the investigators to monitor the application of the
measures so as to prevent unwanted effects.

Assuring scientific soundness
40. The primary functions of ethical review are to protect
humansubjectsagainst risksofharmorwrong,and to facil-
itate beneficial studies. Scientific review and ethical review
cannot be considered separately: a study that is scientifi-
cally unsound is unethical in exposing subjects to risk or
inconvenienceandachievingnobenefit inknowledge.Nor-
mally, therefore, ethical review committees consider both
scientific and ethical aspects. An ethical review committee
may refer technical aspects of scientific review to a scien-
tifically qualified person or committee, but will reach its
own decision, based on such qualified advice, on scientific
soundness. If a review committee is satisfied that a pro-
posal is scientifically sound, it will then consider whether
any risk to the subject is justified by the expected bene-
fit, and whether the proposal is satisfactory with regard to
informed consent and other ethical requirements.

Assessment of safety and quality
41. All drugs and devices under investigation must meet
adequate standards of safety. In this respect, many coun-
tries lack resources to undertake independent assessment
of technical data. A governmental multidisciplinary com-
mittee with authority to co-opt experts is themost suitable
body for assessing the safety and quality of medicines, de-
vices and procedures. Such a committee should include
clinicians, pharmacologists, statisticians and epidemiolo-
gists, among others; for epidemiological studies, epidemi-
ologists occupy a position of obvious significance. Ethical
review procedures should provide for consultation with
such a committee.
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Equity in the selection of subjects
42. Epidemiological studies are intended to benefit popu-
lations, but individual subjects are expected to accept any
risks associated with studies. When research is intended
to benefit mostly the better off or healthier members of
a population, it is particularly important in selecting sub-
jects to avoid inequity on the basis of age, socioeconomic
status, disability or other variables. Potential benefits and
harm should be distributed equitably within and among
communities that differ on grounds of age, gender, race, or
culture, or other variables.

Vulnerable and dependent groups
43. Ethical review committees should be particularly vigi-
lant in the case of proposals involving populations primar-
ily of children, pregnant and nursingwomen, personswith
mental illness or handicap, members of communities un-
familiarwithmedical concepts, andpersonswith restricted
freedom to make truly independent choices, such as pris-
oners and medical students. Similar vigilance is called for
in the case of proposals for invasive researchwith no direct
benefit to its subjects.

Control groups
44. Epidemiological studies that require control (compari-
son) or placebotreated (i.e., non-treated) groups are gov-
erned by the same ethical standards as those that apply to
clinical trials. Important principles are that:
(i) the control group in a study of a condition that can

cause death, disability or serious distress should re-
ceive the most appropriate currently established ther-
apy; and

(ii) if a procedure being tested against controls is demon-
strated to be superior, it should be offered promptly to
members of the control group.

A study will be terminated prematurely if the outcome in
one group is clearly superior to that in the other, and all
subjects will be offered the better treatment. Research pro-
tocols should include “stopping rules”, i.e., procedures to
monitor for, and act upon, such an event. Investigators
must continually bear inmind the potential benefits of the
study to the control group, and the prospect of improved
health care fromapplying thefindings to the control group.

Randomization
45. Trials inwhichthechoiceofregimenorprocedure isde-
termined by random allocation should be conducted only
when there is genuineuncertaintyaboutdifferences inout-
come of two or more regimens or procedures. Where ran-
domization is tobeused, all subjectswill be informedof the
uncertainty about optimum regimens or procedures, and

that the reason for the trial is to determine which of two or
more is in the subjects’ best interests. Informing subjects
about such uncertainty can in itself arouse anxiety among
patients, who may already be anxious for other reasons;
therefore, tact and delicacy are required in communicat-
ing the information. Ethical review committees should as-
certain whether investigators refer explicitly to informing
subjects about this uncertainty, and should enquire what
will be done to allay subjects’ anxiety about it.
Random allocation also can cause anxiety: persons cho-

sen for, or excluded from, the experimental regimen or
procedure may become anxious or concerned about the
reasons for their being chosen or excluded. Investigators
may have to communicate to members of the study pop-
ulation some basic concepts about application of the laws
of chance, and reassure them that the process of random
allocation is not discriminatory.

Provision formulti-centre studies
46. Whenparticipation inamulti-centre study isproposed
according to a common protocol, a committee will respect
different opinions of other committees, while not compro-
mising on the application of the ethical standards that it
expects investigators to observe; and it will attempt to rec-
oncile differences so as to preserve the benefits that only a
multi-centre study can achieve. One way of doing so could
be to include in the common protocol the necessary pro-
cedures. Another would be for the several committees to
delegate their review functions to a joint committee of the
centres collaborating in the study.

Compensation for accidental injury
47. Someepidemiological studiesmay inadvertentlycause
harm. Monetary losses should be promptly repaid. Com-
pensation is difficult when it is not appropriate to make
monetary payments. Breach of confidentiality or insensi-
tive publication of study findings, leading to loss of group
prestige, or to indignity, may be difficult to remedy. When
harm results from a study, the body that has sponsored or
endorsed the study should be prepared to make good the
injury, by public apology or reparation.

Externally sponsored studies
48. Externally sponsored studies are studies undertaken
in a host country but initiated, financed, and sometimes
wholly or partly carried out by an external international or
national agency,with the collaborationor agreement of the
authorities or the host country.
Such a study implies two ethical obligations:
The initiating agency should submit the study protocol

to ethical review, in which the ethical standards should be
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no less exacting than they would be for a study carried out
in the initiating country.
The ethical review committee in the host country should

satisfy itself that the proposed study meets its own ethical
requirements.

49. It is in the interest of the host country to require that
proposals initiated and financed externally be submitted
for ethical approval in the initiating country, and for en-
dorsement by a responsible authority of the same country,
such as a health administration, a research council, or an
academy of medicine or science.

50. A secondary objective of externally sponsored studies
shouldbe the trainingofhealthpersonnel of thehost coun-
try to carry out similar study projects independently.

51. Investigators must comply with the ethical rules of the
fundingcountryand thehost country.Therefore, theymust
be prepared to submit study proposals to ethical review
committees in each country. Alternatively, there may be
agreement to the decision of a single or joint ethical review
committee. Moreover, if an international agency sponsors
a study, its ownethical review requirementsmayhave to be
satisfied.

Distinguishing between research and programme
evaluation
52. It may at times be difficult to decide whether a partic-
ular proposal is for an epidemiological study or for evalua-
tionof a programmeon thepart of a health-care institution
or department. The defining attribute of research is that it
is designed to produce new, generalizable knowledge, as
distinct from knowledge pertaining only to a particular in-
dividual or programme.
For instance, a governmental or hospital department

may want to examine patients’ records to determine the
safety and efficacy of a facility, unit or procedure. If the
examination is for research purposes, the proposal should
be submitted to the committee that considers the ethical
features of research proposals. However, if it is for the pur-
pose of programmeevaluation, conductedperhapsby staff
of the institution to evaluate a therapeutic programme for
its effects, the proposal may not need to be submitted to
ethical review; on the contrary, it could be considered poor
practice and unethical not to undertake this type of quality
assurance. The prospect of benefit or avoidance of harm
to patients may constitute an ethical value that outweighs
the risk of breaching the confidentiality of former patients

whose medical records are liable to be inspected without
their consent.
If if is not clear whether a proposal involves epidemio-

logical study or routine practice, it should be submitted to
the ethical review committee responsible for epidemiolog-
ical protocols, for its opinion onwhether the proposal falls
within its mandate.

Information to be provided by investigators
53. Whatever thepatternof theprocedureofethical review,
the investigator must submit a detailed protocol compris-
ing:
- a clear statement of the objectives, having regard to the
present state of knowledge, and a justification for under-
taking the investigation in human subjects;

- a precise description of all proposed procedures and in-
terventions, including intended dosages of drugs and
planned duration of treatment;

- a statistical plan indicating the number of subjects to be
involved;

- the criteria for terminating the study; and
- the criteria determining admission andwithdrawal of in-
dividual subjects, including full details of the procedure
for obtaining informed consent.

Also, the protocol should:
- include information to establish the safety of each pro-
posed procedure and intervention, and of any drug, vac-
cineordevicetobetested, includingtheresultsofrelevant
laboratory and animal research;

- specify the presumed benefits to subjects, and the possi-
ble risks of proposed procedures

- indicate the means and documents proposed to be used
for eliciting informed consent, or, when such consent
cannot be requested, state what approved alternative
means of obtaining agreement will be used, and how it is
proposed to protect the rights and assure the welfare of
subjects;

- provide evidence that the investigator is properly quali-
fied and experienced, or, when necessary, works under a
competent supervisor, and that the investigator has ac-
cess to adequate facilities for the safe and efficient con-
duct of the research; – describe the proposed means of
protectingconfidentialityduringtheprocessingandpub-
lication of study results; and

- refer to any other ethical considerations that may be
involved, and indicate that the provisions of the Decla-
ration of Helsinki will be respected.
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Preface

The ethical and scientific standards for carrying out
biomedical research on human subjects have been devel-
oped and established in international guidelines, includ-
ing the Declaration of Helsinki, the CIOMS International
Ethical Guidelines for Biomedical Research Involving Hu-
man Subjects, and the WHO and ICH Guidelines for Good
Clinical Practice. Compliance with these guidelines helps
to ensure that the dignity, rights, safety, and well-being of
research participants are promoted and that the results of
the investigations are credible.
All international guidelines require the ethical and sci-

entific review of biomedical research alongside informed
consent and the appropriate protection of those unable
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to consent as essential measures to protect the individual
person and the communities who participate in research.
For the purposes of these Guidelines, biomedical research
includes research on pharmaceuticals, medical devices,
medical radiation and imaging, surgical procedures,
medical records, and biological samples, as well as epi-
demiological, social, and psychological investigations.
These Guidelines are intended to facilitate and support

ethical review in all countries around the world. They are
based on a close examination of the requirements for ethi-
cal reviewasestablished in international guidelines, aswell
as on an evaluation of existing practices of ethical review in
countries around theworld. They donot, however, purport
to replace the need for national and local guidelines for the
ethical review of biomedical research, nor do they intend
to supersede national laws and regulations.
The majority of biomedical research has been predomi-

nantlymotivatedby concern for thebenefit of alreadypriv-
ileged communities. This is reflected by the fact that the
WHO estimates that 90% of the resources devoted to re-
search and development onmedical problems are applied
to diseases causing less than 10% of the present global suf-
fering. The establishment of international guidelines that
assist in strengthening the capacity for the ethical reviewof
biomedical research in all countries contributes to redress-
ing this imbalance.

1 Objective

The objective of these Guidelines is to contribute to
the development of quality and consistency in the ethi-
cal review of biomedical research. The Guidelines are
intended to complement existing laws, regulations, and
practices, and to serve as a basis upon which ethics com-
mittees (ECs) candevelop their own specificwrittenproce-
dures for their functions in biomedical research. In this re-
gard, theGuidelines establish an international standard for
ensuringquality inethical review.TheGuidelinesshouldbe
usedbynationaland localbodies indeveloping,evaluating,
and progressively refining standard operating procedures
for the ethical review of biomedical research.

2 The role of an EC

The purpose of an EC in reviewing biomedical research is
to contribute to safeguarding the dignity, rights, safety, and
well-being of all actual or potential research participants.
A cardinal principle of research involving human partic-
ipants is ‘respect for the dignity of persons’. The goals of
research, while important, should never be permitted to

override thehealth,well-being,andcareof researchpartici-
pants.ECsshouldalso take intoconsideration theprinciple
of justice. Justice requires that the benefits and burdens of
research be distributed fairly among all groups and classes
in society, taking into account age, gender, economic sta-
tus, culture, and ethnic considerations.
ECs shouldprovide independent, competent, and timely

review of the ethics of proposed studies. In their composi-
tion, procedures, and decision-making, ECs need to have
independence from political, institutional, professional,
andmarket influences. Theyneed to similarly demonstrate
competence and efficiency in their work.
ECs are responsible for carrying out the review of pro-

posed research before the commencement of the research.
They also need to ensure that there is regular evaluation
of the ethics of ongoing studies that received a positive
decision.
ECsare responsible foracting in the full interestofpoten-

tial researchparticipantsandconcernedcommunities, tak-
ing into account the interests and needs of the researchers,
andhaving due regard for the requirements of relevant reg-
ulatory agencies and applicable laws.

3 Establishing a system of ethical review

Countries, institutions, and communities should strive to
develop ECs and ethical review systems that ensure the
broadest possible coverage of protection for potential re-
searchparticipantsandcontribute to thehighestattainable
quality in the science and ethics of biomedical research.
States should promote, as appropriate, the establishment
of ECs at thenational, institutional, and local levels that are
independent, multi-disciplinary, multi-sectorial, and plu-
ralistic in nature. ECs require administrative and financial
support.
Procedures need to be established for relating various

levels of review inorder to ensure consistency and facilitate
cooperation. Mechanisms for cooperation and communi-
cation need to be developed between national committees
and institutional and local committees.Thesemechanisms
should ensure clear and efficient communication. They
should also promote the development of ethical review
within a country as well as the ongoing education ofmem-
bers of ethics committees. In addition, procedures need
to be established for the review of biomedical research
protocols carried out at more than one site in a country
or in more than one country. A network of ethical review
should be established at the regional, national, and local
levels that ensures the highest competence in biomedical
review while also guaranteeing input from all levels of the
community.
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4 Constituting an EC

ECs should be constituted to ensure the competent review
andevaluationof all ethical aspects of the researchprojects
they receive and to ensure that their tasks can be executed
free from bias and influence that could affect their inde-
pendence.
ECs should be multidisciplinary and multi-sectorial in

composition, including relevant scientific expertise, bal-
anced age and gender distribution, and laypersons repre-
senting the interests and the concerns of the community.
ECs should be established in accordance with the ap-

plicable laws and regulations of the country and in accor-
dance with the values and principles of the communities
they serve.
ECs should establish publicly available standard oper-

ating procedures that state the authority under which the
committee is established, the functions and duties of the
EC,membership requirements, the terms of appointment,
the conditions of appointment, the offices, the structure
of the secretariat, internal procedures, and the quorum re-
quirements.ECsshouldact inaccordancewiththeirwritten
operating procedures.
Itmay be helpful to summarize the activities of the EC in

a regular (annual) report.

4.1 Membership requirements

Clear procedures for identifying or recruiting potential EC
members should be established. A statement should be
drawn up of the requirements for candidacy that includes
anoutlineof thedutiesandresponsibilitiesofECmembers.
Membershiprequirementsshouldbeestablishedthat in-

clude the following:
4.1.1 the name or description of the party responsible for

making appointments;
4.1.2 the procedure for selecting members, including the

method for appointing amember (e.g., by consensus,
by majority vote, by direct appointment);

4.1.3 conflicts of interest should be avoided when making
appointments, but where unavoidable there should
be transparency with regard to such interests.

A rotation system for membership should be considered
that allows for continuity, the development and mainte-
nance of expertise within the EC, and the regular input of
fresh ideas and approaches.

4.2 Terms of appointment

Terms of appointment should be established that include
the following:
4.2.1 the duration of an appointment,
4.2.2 the policy for the renewal of an appointment,

4.2.3 the disqualification procedure,
4.2.4 the resignation procedure,
4.2.5 the replacement procedure.

4.3 Conditions of appointment

A statement of the conditions of appointment should be
drawn up that includes the following:
4.3.1 a member should be willing to publicize his/her full

name, profession, and affiliation;
4.3.2 all reimbursement for work and expenses, if any,

within or related to an EC should be recorded and
made available to the public upon request;

4.3.3 a member should sign a confidentiality agreement
regarding meeting deliberations, applications, infor-
mationon researchparticipants, and relatedmatters;
in addition, all EC administrative staff should sign a
similar confidentiality agreement.

4.4 Offices

ECs should establish clearly defined offices for the good
functioning of ethical review. A statement is required of
the officers within the EC (e.g., chairperson, secretary), the
requirements for holding each office, the terms and con-
ditions of each office, and the duties and responsibilities
of each office (e.g., agenda, minutes, notification of deci-
sions).Clearprocedures for selectingor appointingofficers
should be established.
InadditiontotheECofficers,anECshouldhaveadequate

support staff for carrying out its responsibilities.

4.5 Quorum requirements

ECs should establish specific quorum requirements for re-
viewing and deciding on an application. These require-
ments should include the following:
4.5.1 the minimum number of members required to com-

pose a quorum (e.g., more than half the members);
4.5.2 the professional qualifications requirements (e.g.,

physician, lawyer, statistician, paramedical, layper-
son) and the distribution of those requirements over
the quorum; no quorum should consist entirely of
members of one profession or one gender; a quorum
should include at least one member whose primary
area of expertise is in a non-scientific area, and at
least onemember who is independent of the institu-
tion/research site.

4.6 Independent consultants

ECsmay call upon, or establish a standing list of, indepen-
dent consultants whomay provide special expertise to the
EConproposed researchprotocols. These consultantsmay
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be specialists in ethical or legal aspects, specific diseases or
methodologies, or theymay be representatives of commu-
nities, patients, or special interest groups. Terms of refer-
ence for independent consultants should be established.

4.7 Education for EC members

EC members have a need for initial and continued edu-
cation regarding the ethics and science of biomedical re-
search. The conditions of appointment should state the
provisions available for EC members to receive introduc-
tory training in the work of an EC as well as ongoing op-
portunities for enhancing their capacity for ethical review.
These conditions should also include the requirements or
expectations regarding the initial and continuing educa-
tion of EC members. This education may be linked to co-
operative arrangements with other ECs in the area, the
country, and the region, as well as other opportunities for
the initial and continued training of ECmembers.

5 Submitting an application

ECs are responsible for establishing well-defined require-
ments forsubmittinganapplicationfor reviewofabiomed-
ical researchproject. These requirements shouldbe readily
available to prospective applicants.

5.1 Application

Anapplication for reviewof theethicsofproposedbiomed-
ical research should be submitted by a qualified researcher
responsible for the ethical and scientific conduct of the
research.

5.2 Application requirements

The requirements for the submission of a research project
for ethical review should be clearly described in an appli-
cation procedure. These requirements should include the
following:
5.2.1 the name(s) and address(es) of the EC secretariat or

member(s) to whom the applicationmaterial is to be
submitted;

5.2.2 the application form(s);
5.2.3 the format for submission;
5.2.4 the documentation (see 5.3);
5.2.5 the language(s) in which (core) documents are to be

submitted;
5.2.6 the number of copies to be submitted;
5.2.7 the deadlines for submission of the application in

relation to review dates;

5.2.8 the means by which applications will be acknowl-
edged, including the communication of the incom-
pleteness of an application;

5.2.9 the expected time for notification of the decision
following review;

5.2.10 the time frame to be followed in cases where the EC
requests supplementary information or changes to
documents from the applicant;

5.2.11 the fee structure, if any, for reviewinganapplication;
5.2.12 the application procedure for amendments to the

protocol, the recruitment material, the potential
research participant information, or the informed
consent form.

5.3 Documentation

All documentation required for a thorough and complete
reviewof theethicsofproposed researchshouldbesubmit-
tedby the applicant. Thismay include, but is not limited to,
5.3.1 signed and dated application form;
5.3.2 the protocol of the proposed research (clearly iden-

tified and dated), together with supporting docu-
ments and annexes;

5.3.3 a summary (as far as possible in non-technical lan-
guage), synopsis, or diagrammatic representation
(‘flowchart’) of the protocol;

5.3.4 a description (usually included in the protocol) of
the ethical considerations involved in the research;

5.3.5 case report forms, diary cards, and other question-
naires intended for research participants;

5.3.6 when the research involves a study product (such
as a pharmaceutical or device under investigation),
an adequate summary of all safety, pharmacologi-
cal,pharmaceutical,andtoxicologicaldataavailable
on the study product, together with a summary of
clinical experience with the study product to date
(e.g., recent investigator’s brochure, published data,
a summary of the product’s characteristics);

5.3.7 investigator(s)’s curriculum vitae (updated, signed,
and dated);

5.3.8 material to be used (including advertisements) for
the recruitment of potential research participants;

5.3.9 a description of the process used to obtain and
document consent;

5.3.10 written andother forms of information for potential
research participants (clearly identified and dated)
in the language(s) understood by the potential re-
search participants and, when required, in other
languages;

5.3.11 informed consent form (clearly identified and
dated) in the language(s) understood by the
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potential research participants and, when required,
in other languages;

5.3.12 a statement describing any compensation for study
participation (including expenses and access to
medical care) to be given to research participants;

5.3.13 a description of the arrangements for indemnity, if
applicable;

5.3.14 adescriptionof thearrangements for insurancecov-
erage for research participants, if applicable;

5.3.15 a statement of agreement to comply with ethical
principles set out in relevant guidelines;

5.3.16 all significant previous decisions (e.g., those leading
toanegativedecisionormodifiedprotocol) byother
ECs or regulatory authorities for the proposed study
(whether in the same location or elsewhere) and an
indication of modification(s) to the protocol made
on that account. The reasons for previous negative
decisions should be provided.

6 Review

All properly submitted applications should be reviewed in
a timely fashion and according to an established review
procedure.

6.1 Meeting requirements

ECs should meet regularly on scheduled dates that are an-
nounced in advance. Themeeting requirements should in-
clude the following:
6.1.1 meetings should be planned in accordance with the

needs of the workload;
6.1.2 ECmembers shouldbegivenenough time inadvance

of the meeting to review the relevant documents;
6.1.3 meetings should be minuted; there should be an ap-

proval procedure for the minutes;
6.1.4 the applicant, sponsor, and/or investigator may be

invited to present the proposal or elaborate on spe-
cific issues;

6.1.5 independent consultantsmaybe invited to themeet-
ing or to provide written comments, subject to appli-
cable confidentiality agreements.

6.2 Elements of the review

The primary task of an EC lies in the review of research
proposals and their supportingdocuments,with special at-
tention given to the informed consent process, documen-
tation,andthesuitabilityandfeasibilityof theprotocol.ECs
need to take intoaccountprior scientific reviews, if any, and

the requirements of applicable laws and regulations. The
following should be considered, as applicable:

6.2.1 Scientific design and conduct of the study
6.2.1.1 the appropriateness of the study design in relation

to theobjectivesof thestudy, thestatisticalmethod-
ology (including sample size calculation), and the
potential for reaching sound conclusions with the
smallest number of research participants;

6.2.1.2 the justification of predictable risks and inconve-
niencesweighedagainst theanticipatedbenefits for
the research participants and the concerned com-
munities;

6.2.1.3 the justification for the use of control arms;
6.2.1.4 criteria for prematurely withdrawing research par-

ticipants;
6.2.1.5 criteria for suspending or terminating the research

as a whole;
6.2.1.6 the adequacy of provisions made for monitoring

and auditing the conduct of the research, including
the constitution of a data safety monitoring board
(DSMB);

6.2.1.7 the adequacy of the site, including the support-
ing staff, available facilities, and emergency proce-
dures;

6.2.1.8 themanner in which the results of the research will
be reported and published;

6.2.2 Recruitment of research participants
6.2.2.1 the characteristics of the population from which

the research participants will be drawn (including
gender, age, literacy, culture, economic status, and
ethnicity);

6.2.2.2 themeans bywhich initial contact and recruitment
is to be conducted;

6.2.2.3 the means by which full information is to be con-
veyedtopotential researchparticipantsor their rep-
resentatives;

6.2.2.4 inclusion criteria for research participants;
6.2.2.5 exclusion criteria for research participants;

6.2.3 Care and protection of research participants
6.2.3.1 the suitability of the investigator(s)’s qualifications

and experience for the proposed study;
6.2.3.2 any plans to withdraw or withhold standard thera-

pies for the purpose of the research, and the justifi-
cation for such action;

6.2.3.3 themedical care to be provided to research partici-
pants during and after the course of the research;

6.2.3.4 the adequacy of medical supervision and psycho-
social support for the research participants;
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6.2.3.5 steps to be taken if research participants voluntar-
ily withdraw during the course of the research;

6.2.3.6 the criteria for extended access to, the emergency
use of, and/or the compassionate use of study
products;

6.2.3.7 thearrangements, ifappropriate, for informingthe
research participant’s general practitioner (family
doctor), including procedures for seeking the par-
ticipant’s consent to do so;

6.2.3.8 a description of any plans tomake the study prod-
uct available to the researchparticipants following
the research;

6.2.3.9 adescriptionof anyfinancial costs to researchpar-
ticipants;

6.2.3.10 the rewards and compensations for research par-
ticipants (includingmoney, services, and/or gifts);

6.2.3.11 the provisions for compensation/treatment in the
case of the injury/disability/death of a research
participant attributable to participation in the re-
search;

6.2.3.12 the insurance and indemnity arrangements;

6.2.4 Protection of research participant confidentiality
6.2.4.1 a description of the persons who will have access

to personal data of the research participants, in-
cluding medical records and biological samples;

6.2.4.2 the measures taken to ensure the confidentiality
and security of personal information concerning
research participants;

6.2.5 Informed consent process
6.2.5.1 a full description of the process for obtaining in-

formed consent, including the identification of
those responsible for obtaining consent;

6.2.5.2 the adequacy, completeness, andunderstandabil-
ity of written and oral information to be given to
the research participants, and, when appropriate,
their legally acceptable representative(s);

6.2.5.3 clear justification for the intention to include in
the research individuals who cannot consent, and
a full account of the arrangements for obtaining
consent or authorization for the participation of
such individuals;

6.2.5.4 assurances that research participants will receive
information that becomes available during the
course of the research relevant to their participa-
tion (including their rights, safety, andwell-being);

6.2.5.5 the provisionsmade for receiving and responding
to queries and complaints from research partici-
pants or their representatives during the course of
a research project;

6.2.6 Community considerations
6.2.6.1 the impact and relevance of the research on the lo-

cal community andon the concerned communities
from which the research participants are drawn;

6.2.6.2 the steps taken to consult with the concerned com-
munities during the course of designing the re-
search;

6.2.6.3 the influence of the community on the consent of
individuals;

6.2.6.4 proposed community consultation during the
course of the research;

6.2.6.5 the extent to which the research contributes to ca-
pacity building, such as the enhancement of local
healthcare, research, and the ability to respond to
public health needs;

6.2.6.6 a description of the availability and affordability of
anysuccessfulstudyproducttotheconcernedcom-
munities following the research;

6.2.6.7 themanner in which the results of the research will
be made available to the research participants and
the concerned communities.

6.3 Expedited review

ECs should establish procedures for the expedited review
of researchproposals. These procedures should specify the
following:
6.3.1 the nature of the applications, amendments, and

other considerations that will be eligible for expe-
dited review;

6.3.2 the quorum requirement(s) for expedited review;
6.3.3 the status of decisions (e.g., subject to confirmation

by full EC or not).

7 Decision-making

In making decisions on applications for the ethical review
of biomedical research, an EC should take the following
into consideration:
7.1 a member should withdraw from the meeting for

the decision procedure concerning an application
where there arises a conflict of interest; the conflict
of interest should be indicated to the chairperson
prior to the review of the application and recorded
in the minutes;

7.2 a decision may only be taken when sufficient time
has been allowed for review and discussion of an
application in the absence of non-members (e.g.,
the investigator, representatives of the sponsor, in-
dependent consultants) from themeeting, with the
exception of EC staff;
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7.3 decisions should only be made at meetings where a
quorum (as stipulated in the EC’s written operating
procedures) is present;

7.4 the documents required for a full review of the appli-
cation should be complete and the relevant elements
mentioned above (see 6.2) should be considered be-
fore a decision is made;

7.5 only members who participate in the review should
participate in the decision;

7.6 there should be a predefinedmethod for arriving at a
decision (e.g., by consensus, by vote); it is recom-
mended that decisions be arrived at through con-
sensus, where possible; when a consensus appears
unlikely, it is recommended that the EC vote;

7.7 advice that is non-binding may be appended to the
decision;

7.8 in casesof conditional decisions, clear suggestions for
revision and the procedure for having the application
re-reviewed should be specified;

7.9 a negative decision on an application should be sup-
ported by clearly stated reasons.

8 Communicating a decision

A decision should be communicated in writing to the ap-
plicant according to EC procedures, preferably within two
weeks’ timeof themeetingatwhich thedecisionwasmade.
The communication of the decision should include, but is
not limited to, the following:
8.1 the exact title of the research proposal reviewed;
8.2 theclear identificationof theprotocol of theproposed

research or amendment, date and version number (if
applicable). on which the decision is based;

8.3 the names and (where possible) specific identifica-
tion numbers (version numbers/dates) of the doc-
uments reviewed, including the potential research
participant information sheet/material and informed
consent form;

8.4 the name and title of the applicant;
8.5 the name of the site(s);
8.6 the date and place of the decision;
8.7 the name of the EC taking the decision;
8.8 a clear statement of the decision reached;
8.9 any advice by the EC;
8.10 in thecaseofaconditionaldecision,anyrequirements

by the EC, including suggestions for revision and the
procedure for having the application re-reviewed;

8.11 in the caseof apositivedecision, a statementof the re-
sponsibilities of the applicant; for example, confirma-
tion of the acceptance of any requirements imposed

by the EC; submission of progress report(s); the need
to notify the EC in cases of protocol amendments
(other than amendments involving only logistical or
administrativeaspectsof the study); theneed tonotify
the EC in the case of amendments to the recruitment
material, the potential research participant informa-
tion, or the informed consent form; the need to report
serious and unexpected adverse events related to the
conduct of the study; the need to report unforeseen
circumstances, the terminationof thestudy,or signifi-
cant decisions by other ECs; the information the EC
expects to receive in order to performongoing review;
the final summary or final report;

8.12 the schedule/plan of ongoing review by the EC;
8.13 in the case of a negative decision, clearly stated rea-

son(s) for the negative decision;
8.14 signature (dated) of the chairperson (or other autho-

rized person) of the EC.

9 Follow-up

ECs should establish a follow-up procedure for following
the progress of all studies for which a positive decision has
been reached, from the time the decision was taken until
the termination of the research. The ongoing lines of com-
munication between the EC and the applicant should be
clearly specified. The follow-up procedure should take the
following into consideration:
9.1 the quorum requirements, the review procedure, and

the communication procedure for follow-up reviews,
which may vary from the requirements and proce-
dures for the initial decision on an application;

9.2 the follow-up review intervals should be determined
by the nature and the events of research projects,
though each protocol should undergo a follow-up re-
view at least once a year;

9.3 the following instancesorevents require the follow-up
review of a study:

a any protocol amendment likely to affect the rights,
safety, and/or well-being of the research partici-
pants or the conduct of the study;

b serious and unexpected adverse events related to
the conduct of the study or study product, and
the response taken by investigators, sponsors, and
regulatory agencies;

c any event or new information that may affect the
benefit/risk ratio of the study;

9.4 a decision of a follow-up review should be issued and
communicated to the applicant, indicating a modifi-
cation, suspension, or terminationof the EC’s original
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decision or confirmation that the decision is still
valid;

9.5 in the case of the premature suspension/termination
of a study, the applicant should notify the EC of the
reasons for suspension/termination; a summary of
results obtained in a study prematurely suspended/
terminated should be communicated to the EC;

9.6 ECs should receive notification from the applicant at
the time of the completion of a study;

9.7 ECsshould receiveacopyof thefinal summaryorfinal
report of a study.

10 Documentation and archiving

All documentation and communicationof anEC shouldbe
dated, filed, and archived according to written procedures.
A statement is required defining the access and retrieval
procedure (including authorized persons) for the various
documents, files, and archives.
It is recommendedthatdocumentsbearchivedforamin-

imumperiodof 3 years following the completionof a study.
Documents that should be filed and archived include,

but are not limited to,
10.1 the constitution, written standard operating proce-

dures of the EC, and regular (annual) reports;
10.2 the curriculum vitae of all EC members;
10.3 a record of all income and expenses of the EC, in-

cludingallowancesandreimbursementsmadetothe
secretariat and ECmembers;

10.4 the published guidelines for submission established
by the EC;

10.5 the agenda of the ECmeetings;
10.6 the minutes of the ECmeetings;
10.7 one copy of all materials submitted by an applicant;
10.8 the correspondence by ECmembers with applicants

orconcernedpartiesregardingapplication,decision,
and follow-up;

10.9 acopyof thedecisionandanyadviceorrequirements
sent to an applicant;

10.10 all written documentation received during the
follow-up;

10.11 the notification of the completion, premature sus-
pension, or premature termination of a study;

10.12 the final summary or final report of the study.

Glossary

Thedefinitionsprovidedwithin thisglossaryapply to terms
as they are used in these Guidelines. The terms may have
different meanings in other contexts.

advice
Non-binding considerations adjoined to a decision in-
tended to provide ethical assistance to those involved in
the research.

applicant
A qualified researcher undertaking the scientific and eth-
ical responsibility for a research project, either on his/her
own behalf or on behalf of an organization/firm, seeking a
decision from an ethics committee through formal appli-
cation.

community
A community is a group of people understood as having a
certain identity due to the sharing of common interests or
to a shared proximity. A community may be identified as a
group of people living in the same village, town, or country
and, thus, sharing geographical proximity. A community
may be otherwise identified as a group of people sharing
a common set of values, a common set of interests, or a
common disease.

conflict of interest
A conflict of interest arises when a member (or members)
of the EC holds interests with respect to specific applica-
tions for review that may jeopardize his/her (their) ability
to provide a free and independent evaluation of the re-
search focused on the protection of the research partici-
pants. Conflicts of interestsmay arisewhen an ECmember
has financial, material, institutional, or social ties to the
research.

decision
The response (either positive, conditional, or negative) by
an EC to an application following the review in which the
position of the EC on the ethical validity of the proposed
study is stated.

investigator
A qualified scientist who undertakes scientific and ethical
responsibility, either on his/her own behalf or on behalf
of an organization/firm, for the ethical and scientific in-
tegrity of a research project at a specific site or group of
sites. In some instances a coordinating or principal investi-
gatormay be appointed as the responsible leader of a team
of subinvestigators.

protocol
A document that provides the background, rationale, and
objective(s) of a biomedical research project and describes
its design, methodology, and organization, including ethi-
cal and statistical considerations. Some of these consider-
ations may be provided in other documents referred to in
the protocol.
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protocol amendment
Awritten description of a change to, or formal clarification
of, a protocol.

requirements
In the context of decisions, requirements are binding
elements that express ethical considerationswhose imple-
mentation the ethics committee requires or views as oblig-
atory in pursuing the research.

research participant
An individual who participates in a biomedical research
project, either as the direct recipient of an intervention
(e.g., study product or invasive procedure), as a control,
or through observation. The individual may be a healthy
person who volunteers to participate in the research, or a
person with a condition unrelated to the research carried
out who volunteers to participate, or a person (usually a
patient) whose condition is relevant to the use of the study
product or questions being investigated.

sponsor
An individual, company, institution, or organization that
takes responsibility for the initiation,management, and/or
financing of a research project.
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11 Background

TheOperational Guidelines for Ethics Committees That Re-
view Biomedical Research is the result of a wide interna-
tional consultation begun in August 1999 at A Seminar on
the Ethical Review of Clinical Research in Asian &Western
Pacific Countries organized by TDR WHO in Chiang Mai,
Thailand. Theparticipants at the seminar expressed aneed
for international guidance on the constitution and opera-
tion of ethics committees.
Thefirstdraftof theseGuidelineswasdiscussedatawork-

shopformembersofAfricanEthicalReviewCommitteesor-
ganizedbyTDRWHOandtheAfricanMalariaVaccineTest-
ingNetwork inArusha, Tanzania, on 5November 1999. The
draft was subsequently presented to an InterimMeeting of
the Forum for Ethical Review Committees in the Asian &

Western Pacific Regions (FERCAP) in Bethesda, MD, USA,
on9November1999. Itwasalsodistributedforconsultation
at the Global Forum for Bioethics in Research organized by
the NIH and WHO in Bethesda on 7–10 November 1999.
Following these initial consultations the Guidelines were
redrafted and widely distributed for comment.
Further development of these Guidelines was carried

out under the auspices of a Secretariat composed of rep-
resentatives from WHO, UNAIDS, CIOMS, UNESCO, and
the WMA. Responsibility for drafting these Guidelines was
given to an International Drafting Committee of 14 experts
fromvarious continents representing awide range of disci-
plines in biomedical research and bioethics. The consulta-
tion process was carried out through representatives from
the African Malaria Vaccine Testing Network, Council of
Europe, EuropeanCommission, EuropeanMedicinesEval-
uation Agency, National Institutes of Health (USA), Food
& Drug Administration (USA), Office for Protection from
Research Risks (USA), Centers for Disease Control and
Prevention (USA), National Council on Ethics in Human
Research (Canada), Faculty of Pharmaceutical Medicine
(United Kingdom), European Organization for Research &
Treatment of Cancer, International Federation of Phar-
maceutical Physicians, Foundation Marcel Mérieux, In-
ternational Federation of Pharmaceutical Manufacturers’
Associations, InternationalConferenceonHarmonization,
and European Forum for Good Clinical Practice. In ad-
dition, the draft text was widely distributed to organi-
zations of ethics committees in Europe and the United
States as well as to experts in the field of biomedical re-
search ethics. On 2 January 2000 a new draft was prepared
and distributed to the members of the Drafting Working
Party, the Secretariat, and theConsultationPartners aswell
as to other parties who had commented or expressed an
interest.
Following on the reception of a wide range of detailed

comments fromaround theworld, the textwas thenwidely
discussed at a Meeting on Guidelines and Standard Op-
erating Procedures for Ethical Review Committees held
in Bangkok on 10–12 January 2000. Participants in this
meeting were drawn from the regions of Africa, Asia, Latin
America, North America, and Europe, from interna-
tional organizations, (including WHO, UNAIDS, UNESCO,
CIOMS, EFGCP, and IFPMA), and from universities and
research institutions. A final deliberation took place at a
DraftingMeeting held on 13 January 2000 in Bangkok. Fol-
lowing the Drafting Meeting a final set of comments were
solicited and integrated into the final document.
The purpose of this wide consultative process was

to ensure extensive input while fostering the sharing



Manual for Research Ethics Committees 515

of knowledge from developing and developed countries
alongside organizations and institutions with varying
degrees of experience and expertise. This process also help
to prepare for the dissemination of the final text through
an international process of capacity building that would
strengthen national and local infrastructures for ethical re-
view throughout the world.

The Operational Guidelines for Ethics Committees That
Review Biomedical Research are proposed by the WHO
and CIOMS as a support for improving the organization,
quality, and standards of ethical review around the world.
TheseGuidelines take into account current practices while
suggesting guidance for a harmonized state-of-the-art
approach.
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Registration of an institutional review board (IRB)
or independent ethics committee (IEC)

Office for Human Research Protections (OHRP)

NOTE: All research that is conducted, supported, or reg-
ulated by any US Government Agency under the Federal
Policy (or Common Rule) for the Protection of Human
Subjects is subject to certainuniformrequirements regard-
ing IRBmembership, IRB review and approval criteria, IRB
operations and recordkeeping, and informed consent. In
addition to the information provided on this website, re-
view that provided at the FDAWebsite.

A Responsibilities of domestic IRBs and
international IECs providing review and oversight
of FDA-regulated research

1. The IRB should ensure that all human subject research
that is regulated by the Food and Drug Administration
(FDA), and for which the IRB provides review and over-
sight, complies with FDA regulations at Title 21 Code of
Federal Regulations Parts 50 and 56 (21 CFR 50 and 56).
FDA-regulated research in this case includes (a) clinical in-
vestigations overseen by domestic IRBs and regulated by
FDA under sections 505(i) or 520(g) of the Federal Food,
Drug, and Cosmetic Act; (b) clinical investigations over-
seen by domestic IRBs that support applications for re-
search or marketing permits for FDA-regulated products
(suchasdrugs, biological products, devices, foodadditives,
andcoloradditives);and(c)clinical investigationsoverseen
by foreign IRBs that are required to comply with 21 CFR
Part 56.

2. Except for research exempted or waived under Sections
56.104 or 56.105 of the FDA regulations, all research for
which the IRB is responsible should be reviewed, prospec-
tively approved, and subject to continuing oversight by the

c©Office for Human Research Protections.

IRB. The IRB should have the authority to approve, require
modifications in, or disapprove the research for which it is
responsible.

3. Except where specifically waived or altered by the IRB
under sections 50.23, 50.24, or 56.109(c) of the FDA regula-
tions, all research for which the IRB is responsible should
require written informed consent, in nonexculpatory
language understandable to the subject (or the subject’s
legally authorized representative), including the follow-
ing basic elements per section 50.25(a) and (b) of the
FDA regulations: (a) Identification as research; purposes,
duration, and procedures; procedures which are experi-
mental; (b) Reasonably foreseeable risks or discomforts;
(c) Reasonably expected benefits to the subject or others;
(d) Alternative procedures or treatments, if any, that might
be advantageous to the subject; (e) Extent of confidential-
ity to be maintained; (f) Whether compensation or med-
ical treatment are available if injury occurs (if more than
minimalrisk); (g)Whomtocontact foranswerstoquestions
about the research, subjects’ rights, and research-related
injury; (h) Participation is voluntary; refusal to participate,
or discontinuation of participation, will involve no penalty
or loss of benefits towhich subject is entitled; and (i)When
appropriate, additional elements per Section 50.25(b) of
the FDA regulations.

4. The IRB should establishwrittenprocedures for (a) con-
ducting IRB initial and continuing review, approving re-
search, and reporting IRB findings to the investigator and
the institution; (b) determining which projects require re-
view more often than annually, and which projects need
verificationfromsourcesother thantheinvestigator thatno
material changes have occurred; (c) ensuring that changes
in approved research are reported promptly to the IRB and
are not initiated without IRB approval, except when nec-
essary to eliminate apparent immediate hazards to the

516
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subject; and (d) ensuring prompt reporting to the IRB,
institutional officials, and the FDA, of any (i) unantici-
pated problems involving risks to subjects or others in
anycoveredresearch; (ii) seriousorcontinuingnoncompli-
ance with Federal, institutional, or IRB requirements; and
(iii) suspension or termination of IRB approval for FDA-
regulated research.

5. Information provided under this registration should be
updatedat leastevery36months inorder tomaintainactive
registration. Failure to update this information may result
in termination of the IRB’s registration with HHS.

6. Food and Drug Administration (FDA) regulations at
21 CFR 56.107 specify IRB membership requirements as
follows:
a Each IRB shall have at least five members, with varying
backgrounds to promote complete and adequate review
of research activities commonly conducted by the entity.
The IRB shall be sufficiently qualified through the expe-
rience and expertise of its members, and the diversity of
the members, including consideration of race, gender,
and cultural backgrounds and sensitivity to such issues
as community attitudes, topromote respect for its advice
and counsel in safeguarding the rights andwelfare of hu-
man subjects. In addition to possessing the professional
competence necessary to review specific research activ-
ities, the IRB shall be able to ascertain the acceptability
of proposed research in terms of institutional commit-
ments and regulations, applicable law, and standards of
professional conduct and practice. The IRB shall there-
fore include persons knowledgeable in these areas. If an
IRB regularly reviews research that involves a vulnerable
category of subjects, such as children, prisoners, preg-
nant women, or handicapped or mentally disabled per-
sons, consideration shall be given to the inclusion of one
or more individuals who are knowledgeable about and
experienced in working with these subjects.

b Every nondiscriminatory effort will be made to ensure
thatno IRBconsists entirelyofmenorentirelyofwomen,
including the institution’s considerationof qualifiedper-
sons of both sexes, so long as no selection is made to the
IRB on the basis of gender. No IRB may consist entirely
of members of one profession.

c Each IRB shall include at least one member whose pri-
mary concerns are in scientific areas and at least one
member whose primary concerns are in nonscientific
areas.

d Each IRB shall include at least one member who is not
otherwise affiliated with the institution and who is not
part of the immediate family of a personwho is affiliated
with the institution.

e No IRBmayhaveamemberparticipate in the IRB’s initial
or continuing reviewof anyproject inwhich themember
has a conflicting interest, except to provide information
requested by the IRB.

f An IRBmay, in itsdiscretion, invite individualswithcom-
petence in special areas to assist in the review of issues
which require expertise beyond or in addition to that
availableon the IRB.These individualsmaynot votewith
the IRB.

B Responsibilities of IRBs providing review and
oversight of federally-supported research: IRBs
located in the United States

1. All IRB activities related to human subject research
should be guided by the ethical principles in The Belmont
Report: Ethical Principles and Guidelines for the Protection
of HumanSubjects of Researchof theNationalCommission
for theProtectionofHumanSubjectsofBiomedicalandBe-
havioral Research.

2. The IRB should ensure that all Federally-supported hu-
man subject research for which the IRB provides review
and oversight complies with the Federal Policy∗ (Common
Rule) for theProtectionofHumanSubjects. All humansub-
ject research supported by the Department of Health and
Human Services (HHS) should comply with all Subparts
of HHS regulations at Title 45 Code of Federal Regulations
Part 46 (45CFR46). All Federally-supportedhuman subject
research should also comply with any additional human
subject regulations and policies of the supporting Depart-
ment or Agency. All Federally-supported human subject
research should comply with any human subject regula-
tions and policies of any relevant regulatory Department
or Agency. In reviewing research that is both Federally-
supported and FDA-regulated, the IRB should satisfy all
of the responsibilities applicable to each.

∗ 7 CFR 1c Department of Agriculture
10 CFR 745 Department of Energy
14 CFR 1230 National Aeronautics and Space

Administration
15 CFR 27 Department of Commerce
16 CFR 1028 Consumer Product Safety Commission
22 CFR 225 Agency for International Development
24 CFR 60 Department of Housing and Urban

Development
28 CFR 46 Department of Justice
32 CFR 219 Department of Defense
34 CFR 97 Department of Education
38 CFR 16 Department of Veterans Affairs
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40 CFR 26 Environmental Protection Agency
45 CFR 46 Department of Health and Human

Services
45 CFR 690 National Science Foundation
49 CFR 11 Department of Transportation
By Executive Order Central Intelligence Agency
By Statute Department of Agriculture

3. Except for research exempted or waived under Sections
101(b) or 101(i) of the Federal Policy, all research for which
the IRB is responsible should be reviewed, prospectively
approved, and subject to continuing oversight by the IRB.
The IRBshouldhave theauthority toapprove, requiremod-
ifications in, or disapprove the research for which it is re-
sponsible.

4. Except where specifically waived or altered by the IRB
underSections101(i),116(c)and(d),or117(c)of theFederal
Policy all research for which the IRB is responsible should
require written informed consent, in nonexculpatory lan-
guageunderstandable to thesubject (or thesubject’s legally
authorized representative), including the following basic
elements per Section 116(a) and (b) of the Federal Pol-
icy: (a) Identification as research; purposes, duration, and
proc edures; procedures which are experimental; (b) Rea-
sonably foreseeable risks or discomforts; (c) Reasonably
expected benefits to the subject or others; (d) Alternative
procedures or treatments, if any, that might be advanta-
geous to the subject; (e) Extent of confidentiality to be
maintained; (f) Whether compensation or medical treat-
ment are available if injury occurs (if more than minimal
risk); (g) Whom to contact for answers to questions about
the research, subjects’ rights, and research-related injury;
(h) Participation is voluntary; refusal to participate, or dis-
continuationofparticipation,will involvenopenaltyor loss
of benefits towhichsubject is entitled; and (i)Whenappro-
priate,additionalelementsperSection116(b)of theFederal
Policy.

5. The IRB should establishwrittenprocedures for (a) con-
ducting IRB initial and continuing review, approving re-
search, and reporting IRB findings to the investigator and
the institution; (b) determining which projects require re-
view more often than annually, and which projects need
verificationfromsourcesother thantheinvestigator thatno
material changes have occurred; (c) ensuring that changes
in approved research are reported promptly and are not
initiated without IRB approval, except when necessary to
eliminate apparent immediate hazards to the subject; and
(d) ensuring prompt reporting to the IRB, institutional
officials, the relevant Department or Agency Head, any
applicable regulatory body, and OHRP of any of any
(i) unanticipated problems involving risks to subjects or

others in any covered research; (ii) serious or continuing
noncompliance with Federal, institutional, or IRB require-
ments; and (iii) suspension or termination of IRB approval
for Federally-supported research.

6. The IRB should ensure that it has appropriate knowl-
edge of the local context in which research for which it is
responsible will be conducted.

7. The IRB Chairperson, IRB members, IRB staff, and hu-
man subject research investigators should complete ap-
propriate education related to the protection of human
subjects before reviewing or conducting human subject
research.

8. The IRB should ensure the existence of adequate edu-
cation and oversight mechanisms (appropriate to the na-
ture and volume of the research being conducted) to verify
that research investigators, IRB members and staff, and
other relevant personnel maintain continuing knowledge
of, and comply with, relevant Federal regulations, OHRP
guidance, other applicable guidance, State and local law,
and IRB determinations and policies for the protection of
human subjects. The IRB should require documentation of
such training from research investigators as a condition for
conducting Federally-supported human subject research.

9. The IRB should endeavor to ensure that it is provided
with resources, professional staff, and support staff appro-
priate to the nature and volume of the research for which
it is responsible.

10. Informationprovidedunder this registration shouldbe
updatedat leastevery36months inorder tomaintainactive
registration. Failure to update this information may result
in termination of the IRB’s registration with HHS.

11. The Federal Policy (Common Rule) for the Protection
of Human Subjects andDepartment of Health andHuman
Services (HHS) regulations at 45 CFR 46.107 specify IRB
membership requirements as follows:
a. Each IRB shall have at least five members, with varying
backgrounds topromote complete andadequate review
of researchactivities commonly conductedby theentity.
The IRB shall be sufficiently qualified through the expe-
rience and expertise of itsmembers, and the diversity of
the members, including consideration of race, gender,
and cultural backgrounds and sensitivity to such issues
ascommunityattitudes, topromoterespect for itsadvice
andcounsel in safeguarding the rightsandwelfareofhu-
man subjects. In addition to possessing the professional
competence necessary to review specific research activ-
ities, the IRB shall be able to ascertain the acceptability
of proposed research in terms of institutional commit-
ments and regulations, applicable law, and standards of
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professional conduct and practice. The IRB shall there-
fore include persons knowledgeable in these areas. If an
IRB regularly reviews research that involves a vulner-
able category of subjects, such as children, prisoners,
pregnant women, or handicapped or mentally disabled
persons, consideration shall be given to the inclusion of
one or more individuals who are knowledgeable about
and experienced in working with these subjects.

b. Every nondiscriminatory effort will be made to ensure
that no IRB consists entirely of men or entirely of
women, including the institution’s consideration of
qualified persons of both sexes, so long as no selection
is made to the IRB on the basis of gender. No IRB may
consist entirely of members of one profession.

c. Each IRB shall include at least one member whose pri-
mary concerns are in scientific areas and at least one
member whose primary concerns are in nonscientific
areas.

d. Each IRB shall include at least one member who is not
otherwise affiliated with the institution and who is not
part of the immediate family of a personwho is affiliated
with the institution.

e. NoIRBmayhaveamemberparticipate intheIRB’s initial
orcontinuingreviewofanyproject inwhich themember
has a conflicting interest, except to provide information
requested by the IRB.

f. An IRBmay, in itsdiscretion, invite individualswithcom-
petence in special areas to assist in the review of issues
which require expertise beyond or in addition to that
availableon the IRB.These individualsmaynot votewith
the IRB.

C Responsibilities of IECs and IRBs providing review
and oversight of federally-supported research: IECs
and IRBs located outside the United States

1. All IEC/IRB activities related to human subject research
should be guided either by the ethical principles in the
World Medical Association’s Declaration of Helsinki (as
adopted in 1996 or 2000), or by the ethical principles in
The Belmont Report: Ethical Principles and Guidelines for
the Protection of Human Subjects of Research of the USNa-
tional Commission for the Protection of Human Subjects
of Biomedical and Behavioral Research, or by other inter-
nationally recognized ethical standards.

2. The IEC/IRB should ensure that all US-supported hu-
man subject research for which the IEC/IRB provides
review and oversight complies with the requirements of
any applicable Federal regulatory agency as well as one of
the following: (i) the US Federal Policy (Common Rule) for

the Protection of Human Subjects and/or the US Depart-
ment of Health and Human Services (HHS) regulations at
45 CFR 46; (ii) theMay 1, 1996 International Conference on
Harmonization E-6 Guidelines for Good Clinical Practice
(ICH-GCP-E6) Sections 1 through 4; (iii) the 1993 Coun-
cil for International Organizations of Medical Sciences
(CIOMS) International Ethical Guidelines for Biomedical
Research Involving Human Subjects; (iv) the 1998 Medi-
cal Research Council of Canada Tri-Council Policy State-
ment on Ethical Conduct for Research Involving Humans;
(v) the 2000 Indian Council of Medical Research Ethical
Guidelines for Research Involving Humans; or (vi) other
internationally recognized standards for the protection of
human subjects. In reviewing research that is both
Federally-supported and FDA-regulated, the IRB should
satisfy all of the responsibilities applicable to each.

3. All US-supported research for which the IEC/IRB is re-
sponsible shouldbe reviewed,prospectively approved, and
subject to continuingoversight and reviewat least annually
by the IEC/IRB. The convened IEC/IRB, with a majority of
itsmembers present, should have authority to approve, re-
quiremodifications in,ordisapprovetheresearchforwhich
the IEC/IRB is responsible.

4. Unless authorized by the supporting US Agency, all
US-supported research for which the IEC/IRB is respon-
sible should require written informed consent, in nonex-
culpatory language understandable to the subject (or the
subject’s legally authorized representative), including the
following basic elements: (a) Identification as research;
purposes, duration, and procedures; procedures which
are experimental; (b) Reasonably foreseeable risks or dis-
comforts; (c) Expected benefits to the subject or others;
(d) Alternative procedures or treatments; (e) Extent of con-
fidentiality to be maintained; (f) Whether compensation
or medical treatment are available if injury occurs (if more
than minimal risk); (g) Whom to contact for answers
to questions about the research, subjects’ rights, and
research-related injury; (h) Participation is voluntary; re-
fusal toparticipate,ordiscontinuationofparticipation,will
involve no penalty or loss of benefits to which subject is
entitled; and (i) When appropriate, additional elements as
determined by the IEC/IRB.

5. The IEC/IRB should establish written procedures for
(a) verifyingwhetherproposedactivitiesqualify for exemp-
tion from, or waiver of, IEC/IRB review; (b) conducting
initial and continuing IEC/IRB review, approving research,
and reporting IEC/IRB findings to the investigator and the
institution conducting the research; (c) determining
appropriate continuing review intervals and oversight
mechanisms for all approved research; (d) ensuring that
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changes in approved research are not initiated without
IEC/IRB approval, except when necessary to eliminate ap-
parent immediate hazards to the subject; and (e) ensuring
prompt reporting to the IEC/IRB, institutional officials, the
relevant US Agency Head, any applicable regulatory body,
and OHRP of any (i) serious or continuing noncompliance
with US, institutional, or IEC/IRB requirements; (ii) unan-
ticipated problems involving risks to subjects or others in
any covered research; and (iii) suspension or termination
of IEC/IRB approval for US-supported research.

6. The IEC/IRB should acknowledge that special protec-
tions are needed for vulnerable populations of subjects
and should ensure the concurrence of the supporting US
Agency prior to the involvement of pregnant women, pris-
oners, children, or fetuses in US-supported research for
which the IEC/IRB is responsible.

7. The IEC/IRB Chairperson, IEC/IRB members, IEC/IRB
staff, and human subject research investigators should
complete appropriate education and training before re-
viewing or conducting human subject research. Educa-
tionalmodules availableon theOHRPwebsitemaybeused
for such training, or the IEC/IRB may utilize other appro-
priate educational materials of its own choosing.

8. The IEC/IRB should ensure the existence of adequate
education and oversight mechanisms (appropriate to the
natureandvolumeoftheresearchbeingconducted)toveri-
fy that research investigators, IEC/IRB members and staff,
and other relevant personnel maintain continuing knowl-
edge of, and complywith, relevant policies andprocedures
for the protection of human subjects. The IEC/IRB should
require documentation of such training from research in-
vestigatorsasaconditionforconductingUS-supportedhu-
man subject research.

9. The IEC/IRB should endeavor to ensure that it is pro-
vided with resources, professional staff, and support staff
appropriate to the nature and volume of the research for
which it is responsible.

10. Informationprovidedunder this registration shouldbe
updated at least every 36 months in order to maintain ac-
tive status. Failure to update this informationmay result in
termination of the IRB’s registration with HHS.

11. TheIEC/IRBshouldobservethefollowingmembership
guidelines:
a. Each IEC/IRB should have at least five members,
with varying backgrounds to promote complete and

adequate review of research activities commonly con-
ducted by the institution. The IEC/IRB should be suffi-
cientlyqualified through theexperienceandexpertiseof
itsmembers,andthediversityof themembers, including
consideration of race, gender, and cultural backgrounds
and sensitivity to such issues as community attitudes, to
promote respect for its advice and counsel in safeguard-
ing the rights andwelfareof humansubjects. Inaddition
to possessing the professional competence necessary to
reviewspecific researchactivities, the IEC/IRBshouldbe
able to ascertain the acceptability of proposed research
in terms of institutional commitments and regula-
tions, applicable law, and standards of professional
conduct and practice. The IEC/IRB should therefore
include persons knowledgeable in these areas. If an
IEC/IRB regularly reviews research that involves a vul-
nerable category of subjects, such as children, pris-
oners, pregnant women, or handicapped or mentally
disabled persons, consideration should be given to the
inclusion of one or more individuals who are knowl-
edgeable about and experienced in working with these
subjects.

b. Every nondiscriminatory effort should be made to en-
sure that no IEC/IRB consists entirely of men or entirely
of women, including consideration of qualified persons
of both sexes, so long as no selection is made to the
IEC/IRB on the basis of gender. No IEC/IRB should con-
sist entirely of members of one profession.

c. EachIEC/IRBshould includeat leastonememberwhose
primary concerns are in scientific areas and at least one
member whose primary concerns are in nonscientific
areas.

d. Each IEC/IRB should include at least one member who
is not otherwise affiliated with the entity and who is not
part of the immediate family of a personwho is affiliated
with the entity.

e. No IEC/IRB should have a member participate in the
IEC’s/IRB’s initial or continuing review of any project in
which the member has a conflicting interest, except to
provide information requested by the IEC/IRB.

f. An IEC/IRBmay, in its discretion, invite individualswith
competence in special areas to assist in the review of
issues which require expertise beyond or in addition to
that available on the IEC/IRB. These individuals should
not vote with the IEC/IRB.

If you have questions about human subject research, click
ohrp@osophs.dhhs.gov
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International guidelines on bioethics
(informal listing of selected international codes, declarations,

guidelines, etc. on medical ethics/bioethics/health care
ethics/human rights aspects of health)

European Forum for Good Clinical Practice/Council for International
Organisations of Medical Sciences

3rd Edition

Supplement to The EFGCP News, Autumn 2000

Salve 2
European Forum for Good Clinical Practice

Author: Sev S. Fluss

Special Adviser
Council for International Organizations of
Medical Sciences (CIOMS)

This listing is published as a Supplement to The EFGCP
News, Autumn 2000. It is the second revised edition of the
samelistingpublishedasaSupplementtoThe EFGCP News,
September 1998 and December 1999. The copyright re-
mains with the original author. For copies and other infor-
mationonEFGCPpublications, contact FPCrawley, Editor,
The EFGCP News, Schoolbergenstraat 47, B-3010 Kessel-
Lo, Belgium; Fax+32 16 35 03 69; E-mail: fpc@pandora.be.
Suggested additions or revisionsmaybe sent to FPCrawley
and/or SS Fluss.

This listing, which does not purport to be comprehen-
sive, was largely initiated by Ms. Abeer Khoury de Bellet
(Amman/Geneva), Intern, Office of the Executive Admin-
istrator forHealthPolicy inDevelopment,WHO(November
1995–January 1996). The kind assistance of Ms. Isabel
Monreal (Clermont-Ferrand,France), an Intern in thesame
Office during the period July–October 1996, in preparing
this update is gratefully acknowledged, as is that of Ms.
EmmaFitzpatrick (Melbourne, Australia), an Intern during
the period June–July 1997. Also acknowledged, with appre-
ciation, is the assistance provided byDr. HoomanPeimani,
a Canadian specialist in international relations, during the

c© Sev S. Fluss.

period November–December 1997. The date of adoption
of the particular text is indicated in brackets; where there
are two dates, the second indicates the year of the most
recent revision of which the compilers are aware. Persons
usingor consulting this list are invited to communicate any
additional information thatmay contribute to its improve-
ment to Mr. S. S. Fluss, c/o CIOMS, WHO, 1211 Geneva
27: Tel.:+41 (22) 791.22.02; Fax:+41 (22) 791.31.11; E-mail:
“flusss@who.ch”or“sfluss@vtx.ch”anyadditional informa-
tion that may contribute to its improvement.

Intergovernmental organizations

Council of Europe

Committee of Ministers
� Resolution on Harmonisation of Legislations of Member
States Relating to Removal of Human Tissues andOrgans
for Therapeutic Purposes (1978)

� RecommendationonRegulations forAutomatedMedical
Data Banks (1981)

� Recommendation Concerning the Legal Protection of
Persons Suffering from Mental Disorders Placed as In-
voluntary Patients (1983)

� Recommendation on the European Prison Rules (1987)
� Recommendation to Member States Concerning a Com-
monEuropeanPublicHealth Policy to Fight the Acquired
Immunodeficiency Syndrome (AIDS) (1987)

� FinalTextof the3rdConferenceofEuropeanMinisters for
HealthonOrganTransplantation (Paris, 16–17November
1987), Revision of Resolution (78) 29 (1978)

� Recommendation on the Collection of Epidemiological
Data on Primary Health Care (1989)

� Recommendation toMember States on the Ethical Issues
of HIV Infection in the Health Care and Social Settings
(1989)
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� Recommendation on Prenatal Genetic Screening, Prena-
talGeneticDiagnosisandAssociatedGeneticCounselling
(1990)

� Recommendation Concerning Medical Research on Hu-
man Beings (1990)

� Recommendation on Genetic Testing and Screening for
Health Care Purposes (1992)

� Recommendation on Screening as a Tool of Preventive
Medicine (1994)

� Final Text of the 5thConference of EuropeanHealthMin-
isters on “Social Challenge toHealth: Equity andPatients’
Rights in the Context of Health Reforms” (Warsaw, 7–
8 November 1996)

� Convention on Human Rights and Biomedicine (1997)
� Recommendation on the Protection of Medical Data
(1997)

� AdditionalProtocol on theProhibitionofCloningHuman
Beings (1997)

� Recommendation on Liver Transplantation from Living
Donors (1997)

� Recommendation on Xenotransplantation (1997)
� Recommendation Concerning the Ethical and Organisa-
tional Aspects of Health Care in Prison (1998)

� Protocol on the Prohibition of Cloning Human Beings
(1998)

� Protocol on Organ Transplant (1999)
� Recommendation on Xenotransplantation (1999)
� Revised European Social Charter (1999)
� Recommendation on Principles Concerning the Legal
Protection of Incapable Adults (1999)

Second summit (Strasbourg, 10–11 October 1997)
� ActionPlanadoptedon11October 1997 (para. 4, on “Pro-
hibition of the cloning of human beings”)

Parliamentary Assembly
� RecommendationandResolutionontheRightsof theSick
and Dying (1976)

� Recommendation on the Situation of the Mentally Ill
(1977)

� Recommendation on Genetic Engineering (1982)
� Recommendation on the Supply and Utilisation of Hu-
man Blood and Blood Products (1984)

� Recommendation on the Use of Human Embryos and
Foetuses for Diagnostic, Therapeutic, Scientific, Indus-
trial and Commercial Purposes (1986)

� Recommendation on a Co-ordinated European Health
Policy to Fight the Acquired Immunodeficiency Syn-
drome in Prisons (1988)

� Recommendation on the Use of Human Embryos and
Foetuses for Research Purposes (1989)

� Recommendation on the Preparation of a Convention on
Bioethics (1991)

� Recommendation on the Medical and Welfare Rights of
the Elderly: Ethics and Policies (1994)

� Order No. 534 (1997) on Research and the Cloning of Hu-
man Beings (1997)

� Opinion No. 202 (1997) on the Draft Additional Protocol
to the Convention onHumanRights and Biomedicine on
the Prohibition of Cloning Human Beings (1997)

� Recommendation on Fighting Social Exclusion and
Strengthening Social Cohesion in Europe (1998)

� Recommendation on Xenotransplantation (1999)
� Recommendation on the Human Rights and Dignity of
the Terminally Ill and the Dying (1999)

AdHoc Committee of Experts on Bioethics
� Principles in the Field of Human Artificial Procreation
(1989)

Steering Committee on Bioethics (CDBI) (Documents
in preparation)
� Protocol onOrganTransplantation (finalisedby theCDBI
in December 1999)

� Draft Protocol on Biomedical Research (2001?)
� Draft Protocol on the Protection of the Human Embryo
and the Foetus (2002?)

� Draft Protocol on Problems Relating to Human Genetics
(2002?)

European Union

European Council
� EuropeanCouncilDeclarationonBanning theCloningof
Human Beings (1997)

European Commission
� GoodClinical Practice in theConduct ofClinical Trials on
Medicinal Products for Human Use (1991)

European Parliament
� ResolutiononaCharter on theRights ofWomen inChild-
birth (1988)

� Resolution on European Harmonisation of Medicoethi-
cal Questions (1988)

� Resolution on the Ethical and Legal Problems of Genetic
Engineering (1989)

� Resolution on Artificial Insemination in Vivo and in Vitro
(1989)

� Resolution on Abortion (1990)
� Resolution onWomen and Health Care (1990)
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� Resolution on Prohibiting Trade in Transplant Organs
(1993)

� Resolution on Cloning of the Human Embryo (1993)
� Resolution on Cloning (1997)
� Resolution on Human Cloning (1998)
� Resolution on International Women’s Day and the Viola-
tion of Women’s Rights (1998)

� Resolution on the Development of Public Health Policy
in the European Community (1999)

Group of Advisers on the Ethical Implications
of Biotechnology
� Opinion on Ethical Questions Arising from the Commis-
sion Proposal for a Council Directive on Legal Protection
for Biotechnological Inventions (1993)

� Opinion on Products Derived from Human Blood or
Blood Plasma (1993)

� Opinion on the Ethical Implications of Gene Therapy
(1994)

� Opinion on Ethical Aspects of the Labelling of Foods De-
rived fromModern Biotechnology (1995)

� Opinion on Ethical Aspects of Prenatal Diagnosis (1996)
� Opinion on Ethical Aspects of Patenting Inventions In-
volving Elements of Human Origin (1996)

� Opinion on Ethical Aspects of Cloning Techniques (1997)
� OpinionontheEthicalAspectsof the5thResearchFrame-
work Programme (1997)

European Group on Ethics in Science and New
Technologies
� Ethical Aspects of Human Tissue Banking (1998)
� Ethical Aspects of Research Involving the Use of the Hu-
man Embryo in the Context of the Fifth Framework Pro-
gramme (1998)

� Ethical Issues of Healthcare in the Information Society
(1999)

International conference on harmonisation
of technical requirements for registration
of pharmaceuticals for human use (ICH)

� Guideline for Good Clinical Practice (ICH Harmonised
Tripartite Guideline) (1997)

International Labour Organisation

� Technical and Ethical Guidelines for Workers’ Health
Surveillance (1999)

Nordic Council on Medicines

� Nordic Guidelines on Good Clinical Trial Practice (1989)

Organization of African Unity

� Resolution on Bioethics (1996)

UNAIDS (Joint United Nations Programme
on HIV/AIDS)

� Guidance Document on Ethical Considerations in HIV
Preventive Vaccine Research (2000)

� InternationalGuidelinesonHIV/AIDSandHumanRights
(withtheOfficeof theUnitedNationsHighCommissioner
for Human Rights) (1998)

United Nations

� Resolution XI (Human rights and scientific and techno-
logical developments), adopted on 12 May 1968 by the
International Conference on Human Rights (Teheran,
22 April – 13 May 1968)

� The Vienna Declaration and Programme of Action,
adopted by the World Conference on Human Rights
(14–28 June 1993) (paras. 11 and 58) (1993)

� The Programme of Action adopted at the International
Conference on Population and Development (Cairo,
5–13 September 1994) (para. 7.17) (1994)

� TheBeijingDeclaration andPlatform for Action, adopted
at the Fourth World Conference on Women (Beijing,
4–15 September 1995) and endorsed by the United
Nations General Assembly on 22 December 1995 (paras.
106 (g) and 109 (h) and (l)) (1995)

General Assembly
� International Covenant on Civil and Political Rights
(Article 7) (1966)

� Resolution 2450 (XXIII) on “Human rights and sci-
entific and technological Developments”, adopted on
19 December 1968

� Declaration on the Rights of Mentally Retarded Persons
(1971)

� PrinciplesofMedical EthicsRelevant to theRoleofHealth
Personnel, Particularly Physicians, in the Protection of
Prisoners andDetaineesAgainstTorture andOtherCruel,
Inhuman or Degrading Treatment or Punishment (1982)

� Declaration on the Human Rights of Individuals Who
are not Nationals of the Country in Which They Live
(Article 6) (1985)

� Principles for the Protection of Persons with Mental Ill-
ness and for the Improvement of Mental Health Care
(1991)

� Resolution 53/152 on “The Human Genome and Human
Rights” (1998)
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Commission onHuman Rights
� Resolution on Non-Discrimination in the Field of Health
(1989)

� Resolution on Human Rights and Bioethics (1993)
� Resolution on Human Rights and Bioethics (1997)
� DecisiononHumanRights andScientific andTechnolog-
ical Developments (1998)

� Resolution on the Rights of the Child (1998)
� Resolution on Human Rights and Forensic Medicine
(1998)

� Resolution on Human Rights and Bioethics (1999)
� Resolution on Human Rights and HIV/AIDS (1999)
� ResolutiononHumanRights andForensic Science (2000)
� Resolution on Traffic in Women and Girls (2000)
� Resolution on Elimination of Violence against Women
(2000)

� Resolution on Human Rights of Migrants (2000)
� Resolution on Human Rights of Persons with Disabilities
(2000)

� Resolution on the Adverse Effects of the Illicit Move-
ment and Dumping of Toxic and Dangerous Products
andWastes on the Enjoyment of Human Rights (2000)

� Resolution on the Rights of the Child (2000)
� Resolution on the Right to Food (2000)

Committee on Economic, Social and Cultural Rights
� General Comment No. 12 on the Right to Adequate Food
(1999)

� General Comment No. 14 on the Right to the Highest
Attainable Standard of Health (2000)

UNESCO

� Recommendation on the Status of Scientific Researchers
(1974)

� Malta Recommendations on Human Rights Teaching,
Information and Documentation (Section 8) (1987)

� Universal Declaration on the Human Genome and Hu-
man Rights (adopted on 11 November 1997)

� Guidelines for the Implementation of the Universal Dec-
larationontheHumanGenomeandHumanRights (1999)

� Declaration on Science and the Use of Scientific
Knowledge; and Science-Agenda-Framework for Action.
Adopted at the World Conference on Science (Budapest,
26 June – 1 July 1999)

� ResolutiononBioethics and theRights of theChild (2000)

United Nations Population Fund (UNFPA)

� Declaration of Ethical Principles, adopted by the Round-
table on Ethics, Population and Reproductive Health
(New York, 8–10 March 1994)

World Health Organization

� Ethical Criteria for Medicinal Drug Promotion (1988)
� Ethical Guidelines for Epidemiological Investigations
(issued by the ScientificWorkingGroup onEpidemiology
of the Special Programme for Research and

� Training in Tropical Diseases) (1989)
� Guiding Principles on Human Organ Transplantation
(1991)

� Recommendations of the WHO Scientific Group on Re-
cent Advances in Medically Assisted Conception (1992)

� Research Guidelines for Evaluating the Safety and Effi-
cacyofHerbalMedicines (RegionalOffice for theWestern
Pacific, 1993)

� Declaration on the Promotion of Patients’ Rights in
Europe (WHO Regional Office for Europe) (1994)

� Guidelines for the Establishment of Scientific and Ethi-
cal Review Bodies (issued by the UNDP/UNFPA /WHO/
World Bank Special Programme of Research, Develop-
ment and Research Training in Human Reproduction)
(1994)

� Guidelines for Research on Reproductive Health In-
volving Adolescents (issued by the UNDP/UNFPA/
WHO/World Bank Special Programme of Research, De-
velopment and Research Training in Human Reproduc-
tion) (1994)

� Guidelines for Good Clinical Practice for Trials on Phar-
maceutical Products (1995)

� Guidelines for Clinical Research on Acupuncture (WHO
Regional Office for the Western Pacific) (1995)

� Mental Health Care Law: Ten Basic Principles (1996)
� Guidelines for thePromotionofHumanRights of Persons
with Mental Disorders (1996)

� ResolutiononCloning inHumanReproduction (adopted
by the Fiftieth World Health Assembly) (1997)

� Statement of WHO Expert Advisory Group on Ethical
Issues in Medical Genetics (1998)

� Resolution on Ethical, Scientific and Social Implications
of Cloning in Human Health (adopted by the Fifty-first
World Health Assembly) (1998)

� Proposed International Guidelines on Ethical Issues in
Medical Genetics and Genetic Services (1998)

� Operational Guidelines for Ethics Committees That Re-
view Biomedical Research (2000)

Non-Governmental Organizations

Amnesty International

� Declaration on the Participation of Health Personnel in
the Death Penalty (1981; 1988)
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� Declaration on the Role of Health Professionals in the
Exposure of Torture and Ill-Treatment (1996)

� Principles for the Medical Investigation of Torture and
Other Cruel, Inhuman or Degrading Treatment (1996)

� Plan of Action Against Torture. Adopted by the Interna-
tional Conference on Torture (Stockholm, 4–6 October
1996)

Commonwealth Medical Association

� Ethical Code (1974)
� Guiding Principles on Medical Ethics and Human Rights
(1995)

� Declaration on the Role ofMedical Ethics and aWoman’s
Right to Health, Including Sexual and Reproductive
Health (1997)

Conference internationale des ordres et des
organismes d’attributions similaires

� Principles of Medical Ethics (1987)

Council for International Organizations of Medical
Sciences (CIOMS)

� Principles ofMedical EthicsRelating toPrisoners andDe-
tainees (1983)

� The Declaration of Inuyama on Human Genome Map-
ping, Genetic Screening and Gene Therapy (1990)

� International Guidelines for Ethical Review of Epidemio-
logical Studies (1991)

� International Ethical Guidelines for Biomedical Research
Involving Human Subjects (1993)

� The Declaration of Ixtapa: A Global Agenda for Bioethics
(1994)

European Alliance of Genetic Support Groups

� Ethical Code (1996)
� Briefing Paper on Cloning (1997)

European Association for Bioindustries (EUROPABIO)

� Core Ethical Values (1998)
� Information Paper on Ethical, Social and Public Aware-
ness Issues in Gene Therapy (2000)

European Association of Tissue Banks

� Ethical Code (1994)

European Dialysis and Transplant
Association-European Renal Association

� Statement on Safeguards for Live Kidney Donors (1986)

European Forum for Good Clinical Practice

� Guidelines and Recommendations for European Ethics
Committees (1995; 1997)

European Medical Research Councils

� Recommendations on Human In-Vitro Fertilisation and
Embryo Transfer (1983)

� Recommendations on Gene Therapy in Man (1988)

European Network of GCP Auditors and Other GCP
Experts (ENGAGE)

� Optional Guideline for Good Clinical Practice Compli-
ance and Quality Systems Auditing (the ENGAGE Guide-
line) (1997)

European Society of Human Reproduction and
Embryology

� Declaration (Voluntary Moratorium on Cloning Human
Beings) (1998)

FIGO (International Federation of Gynecology and
Obstetrics) Committee for the Study of Ethical Aspects
of Human Reproduction

� Statement on Surrogate Motherhood (1989)
� Recommendations on Sex Selection (1988; 1994)
� Statement on Anencephaly and Organ Transplantation
(1989)

� RecommendationsonEthicalConsiderations inSteriliza-
tion (1990)

� Recommendations on Research on Pre-embryos (1990)
� Recommendations on Selective Reduction of Multiple
Pregnancy (1990)

� RecommendationsonEthical IssuesConcerningPrenatal
Diagnosis of Disease in the Conceptus (1991)

� Guidelines for the Use of Embryonic or Fetal Tissue for
Therapeutic Clinical Applications (1992)

� Recommendations on Ethical Aspects of Newborn Care
(1992)

� Recommendations on Donation of Genetic Material for
Human Reproduction (1994)
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� Recommendations on the Ethical Framework for Gynae-
cologic and Obstetric Care (1994)

� Recommendations on Ethical Considerations Concern-
ing the Use of Anti-progestins (1994)

� Recommendation on the Donation of Genetic Material
for Human Reproduction (1994)

� Recommendations on Guidelines Regarding Informed
Consent (1997)

� Recommendations on Ethical Aspects of the Manage-
ment of Severely Malformed Newborn Infants (1997)

� Recommendations on Ethical Guidelines Regarding Al-
tering Genes in Humans (1997)

� Recommendations on Ethical Aspects of HIV Infection
and Reproduction (1997)

� RecommendationsonEthicalAspectsof the Introduction
of Contraceptive Methods for Women (1997)

� Recommendations on Ethical Guidelines on the Sale of
Gametes and Embryos (1997)

� Recommendations on the Ethical Aspects of Sexual and
Reproductive Rights (1997)

� Recommendations on Ethical Aspects in the Manage-
ment of Newborn Infants at the Threshold of Viability
(1997)

� Recommendations on Some Ethical Issues in the Doc-
tor/Patient Relationship (1997)

� Recommendations on Patenting Human Genes (1997)
� Recommendations on Cloning in Human Reproduction
(1997)

� Resolution on Violence Against Women. Adopted by the
FIGOGeneral Assembly inCopenhagen on 5August 1997
(1997)

Human Genome Organisation (HUGO)

� Statement on the Principled Conduct of Genetics Re-
search (1996)

� Statement on DNA Sampling Control and Access (1998)
� Statement on Cloning (1999)

HUGO Ethics Committee
� Statement on Benefit Sharing (2000)

International Advisory Board of the III World Congress
on in Vitro Fertilization and Embryo Transfer

� HelsinkiStatementonHumaninVitroFertilization(1985)

International Commission on Medical Neutrality

� Charter of Medical Neutrality (1991)

International Commission on Occupational Health

� InternationalCodeofEthics forOccupationalHealthPro-
fessionals (1991)

International Committee of the Red Cross

� Geneva Conventions I (Article 12), II (Article 12), III
(Article 13), IV (Article 32) (1949). Protocol I of the Ad-
ditional Protocols (Articles 11 and 16) (1977)

International Confederation of Midwives

� International Code of Ethics for Midwives (1993)

International Council of Nurses

� Code for Nurses (1973; 1989)
� Statement on the Nurse’s Role in the Care of Detainees
and Prisoners (1975)

� Statement on the Nurse’s Role in Safeguarding Human
Rights (1983)

� StatementonNursesandTorture (1989; reviewed in1991)
� Statement on the Death Penalty and Participation by
Nurses in Executions (1989; reviewed in 1991)

� Statement onMental Health/Psychiatric Nursing (1995)
� Code of Ethics for Nurses (2000)

International Council of Prison Medical Services

� The Oath of Athens (1979)

International Federation of Pharmaceutical
Manufacturers Associations (IFPMA)

� IFPMA Code of Pharmaceutical Marketing Practices
(1981; 1999)

International Federation of Red Cross and Red Crescent
Societies

� Statement on the Ethics of Voluntary, Non-Remunerated
Blood Donation (the Hanover Statement) (1990)

� Decision on Voluntary, Non-Remunerated Blood Dona-
tion (1991)

International Medical Parliamentarians Organization

� London Statement onMedical Ethics and Human Rights
(1995)
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International Organization for Standardization (ISO)

� Clinical Investigation of Medical Devices: International
Standard (1996)

International Planned Parenthood Federation

� IPPF Charter on Sexual and Reproductive Rights (1996)
� Statement of Copenhagen Round Table Meeting on the
IPPF Charter on Sexual and Reproductive Rights (1996)

International Society of Blood Transfusion

� Codeof Ethics forBloodDonationandTransfusion(1981)

International Union of Psychological Science

� Statement of the IUPsyS [on professional standards of
ethics in the practice of psychology] (1996)

Inter-Parliamentary Union

� Resolution on Bioethics and its Implications Worldwide
for Human Rights Protection (1995)

Islamic Organization for Medical Sciences

� Islamic Code of Medical Ethics (1981)

Medical Women’s International Association

� Resolutions on ethics and statements on diverse ethical
issues adopted by the MWIA Congresses between 1929
and 2000

� Resolution on Cancer (1992; 1998)
� StatementsonHealthAsaBasicHumanRight(1993;1999)
� Statement on Female Genital Mutilation and Other
Harmful Traditional Practices (1994)

� Statement on Reproductive Health (1996)
� Resolution on Oncology (1998)
� Resolution on Reproductive Technologies (1998)
� Resolution on Healthcare Policy (1998)
� Resolution on HIV and AIDS (1998)
� Resolution on Violence against Women (1998)

Network for European CNS Transplantation and
Restoration (NECTAR)

� Ethical Guidelines for the Use of Human Embryonic or
Fetal Tissue for Experimental and Clinical Neurotrans-
plantation and Research (1994)

Standing Committee of European Doctors (CP)

� First Statement on Storage of Medical Data in Computer
Banks (1982)

� Statement onMedical Secrecy in Community Law (1984)
� Motion onWithdrawal of Services (1985)
� Recommendations on Ethical Problems Concerning Ar-
tificial Insemination (1985)

� Declaration of Madrid on aid to the dying (1987)
� Recommendations concerning AIDS (1989)
� StatementofMadridondoctors,ethics,andtorture(1989)
� Analysis of the human genome (1989)
� Recommendations on teaching medical ethics (1993)
� Trade in organ transplantation (1993)
� Statement on living wills/advance directives (1993)
� Statement on limitation of health resources and medical
ethics (1993)

� Information on ethical and economic consequences of
the limitation of resources for health care (1994)

Transplantation Society

� Statement (on policy and ethical aspects of organ trans-
plantation) (1970)

� Guidelines for the Distribution and the Use of Organs
fromCadaver Sources and fromLivingUnrelatedDonors
(1985)

� Recommendations on Ethical and Policy Issues (1994)

World Confederation for Physical Therapy

� Guidelines Concerning Torture and Other Cruel, Inhu-
man and Degrading Treatment (1995)

� Resolution in Support of Victims of Torture (1999)

World Federation for Mental Health

� Declaration of Human Rights andMental Health (1989)

World Medical Association

� Declaration of Geneva (physician’s oath) (1948; 1994)
� International Code of Medical Ethics (1949; 1983)
� Regulations in Time of Armed Conflict (1956; 1983)
� Twelve Principles of Provision of Health Care in Any
National Health Care System (1963; 1983)

� Declaration of Helsinki: Recommendations Guiding
Physicians in Biomedical Research Involving Human
Subjects (1964; 1975; 1983; 1989; 1996)

� StatementonGeneticCounsellingandGeneticEngineer-
ing (1987)
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� Recommendations Concerning Medical Care in Rural
Areas (1964; 1983)

� Statement on Family Planning (1969; 1983)
� Declaration of Sydney (on death) (1968; 1983)
� Declarationof Oslo(on therapeutic abortion) (1970;1983)
� StatementontheUseofComputer [sic] inMedicine(1973;
1983)

� Declaration of Tokyo (guidelines for medical doctors on
non-involvement in torture or other maltreatment of
prisoners) (1975)

� Statement on Body Searches of Prisoners (1993)
� Statement on the Use and Misuse of Psychotropic Drugs
(1975; 1983)

� Resolution on Physician Participation in Capital Punish-
ment (1981)

� Declaration on Principles of Health Care for Sports
Medicine (1981; 1993)

� Declaration of Lisbon on the Rights of the Patient (1981;
1995)

� Declaration of Venice on Terminal Illness (1983)
� Statement of Policy on the Care of Patients with Severe
Chronic Pain in Terminal Illness (1990)

� Statement onMedical Manpower I (1983; 1986)
� Statement on Child Abuse and Neglect (1984; 1995)
� Declaration onHumanRights and Individual Freedomof
Medical Practitioners (1985)

� Statement on Live Organ Trade (1985)
� DeclarationonPhysicianIndependenceandProfessional
Freedom (1986)

� Declaration of Madrid on Professional Autonomy and
Self-Regulation (1987)

� Statement on In-Vitro Fertilization and Embryo Trans-
plantation (1987)

� Declaration on Euthanasia (1987)
� DeclarationonHumanOrganTransplantation(1987)
� Statement on Access to Health Care (1988)
� Statement on the Professional Responsibility of Physi-
cians in Treating AIDS Patients (1988)

� Statement on Economic Sanctions or Boycotts (1988)
� Resolution onMedical Group Practice (1988)
� Statement on Fetal Tissue Transplantation (1989)
� Statement on Persistent Vegetative State (1989)
� Declaration of Hong Kong on the Abuse of the Elderly
(1989; 1990)

� Declaration onMedical Education (1991)
� Declaration on Hunger Strikers (1991; 1992)
� Statement on Issues Raised by the HIV Epidemic (1992)
� Declaration on the Human Genome Project (1992)
� Statement on Physician-Assisted Suicide (1992)
� Statement on Home Medical Monitoring, “Tele-
Medicine” andMedical Ethics (1992)

� Statement onMedical Malpractice (1992)
� Statement on Medical Ethics in the Event of Disasters
(1994)

� Resolution on Physicians’ Conduct Concerning Human
Organ Transplantation (1994)

� Statement on Ethical Aspects of Embryonic Reduction
(1995)

� Statement on Health Promotion (1995)
� Statement on Ethical Issues Concerning Patients with
Mental Illness (1995)

� Resolution on Human Rights (1990; 1995)
� Statement on Patient Advocacy and Confidentiality
(1993)

� Declaration on Family Violence (1996)
� Statement on Weapons and their Relation to Life and
Health (1996)

� StatementonProfessionalResponsibility forStandardsof
Medical Care (1996)

� Statement on Family Planning and the Right of aWoman
to Contraception (1996)

� Resolution on Cloning (1997)
� Statement on the Health Hazards of Tobacco Products
(1997)

� Declaration with Guidelines for Continuous Quality Im-
provement in Health Care (1997)

� Declaration of Hamburg on Support for Medical Doc-
tors Refusing to Participate in, or to Condone, the Use of
Torture or Other Forms of Cruel, Inhuman, or Degrading
Treatment (1997)

� Proposal for a United Nations Rapporteur on the
Independence and Integrity of Health Professionals
(1997)

� Resolution on the Prohibition of Access of Women to
Health Care and the Prohibition of Practice by Female
Doctors in Afghanistan (1997)

� Resolution on Economic Embargoes and Health (1997)
� Declaration of Ottawa on the Right of the Child to Health
Care (1998)

� Resolution on The Hague Appeal for Peace (1998)
� Resolution on the Medical Workforce (1998)
� Resolution onMedical Care for Refugees (1998)
� Declaration on Nuclear Weapons (1998)
� Resolution Supporting the Ottawa Convention (1998)
� Resolutionon the InclusionofMedicalEthicsandHuman
Rights in the Curriculum ofMedical SchoolsWorld-Wide
(1999)

� Statement onMedical Process Patents (1999)
� Statement on the Working Relationship between Physi-
cians and Pharmacists in Medicinal Therapy (1999)

� StatementonAccountability,Responsibilities andEthical
Guidelines in the Practice of Telemedicine (1999)
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World Psychiatric Association

� Declaration of Hawaii (1977)
� Declaration of Hawaii II (1983)
� Statement and Viewpoints on the Rights and Legal Safe-
guards of the Mentally Ill (1989)

� Declaration on the Participation of Psychiatrists in the
Death Penalty (1989)

� Declaration of Madrid (1996)
� Guidelines Concerning Specific Situations [euthanasia,
torture, death penalty, selection of sex, organ transplan-
tation] (1996)

Governmental Entity

Holy See

� Declaration on Euthanasia (1980)
� Encyclical Letter on the Value and Inviolability ofHuman
Life (Evangelium Vitae) (1995)

Congregation for the Doctrine of the Faith

� Instruction on Respect for Human Life in Its Origin and
on the Dignity of Procreation (Donum Vitae) (1987)

Pontifical Academy for Life

� Reflections on Cloning (1997)

Pontifical Academy of Sciences

� Declaration on the Artificial Prolongation of Life and
Determining Exactly the Moment of Death (1989)

Pontifical Council for Pastoral Assistance to Health Care
Workers

� Charter for Health Care Workers (1995)

Miscellaneous International Texts

� Nuremberg Code (adopted by the US Tribunal on 19 July
1947)

� Conclusions and Recommendations of the International
Symposium on the Effects on Human Rights of Recent
Advances in Science and Technology (Barcelona, 25–28
March 1985). Organized by UNESCO and the Interna-
tional Social Sciences Council

� SummaryReportof theInternationalSummitConference
on Bioethics (Ottawa) (1987)

� Ethical Guidelines for Human Reproduction Research in
the MuslimWorld (1992)

� Bilbao Declaration. Adopted by the International Work-
shop on Legal Aspects of the Human Genome Project
(Bilbao, Spain, 24–26 May 1993)

� Fukui Statement on International Bioethics. Adopted at
the Third International Bioethics Seminar (Fukui, Japan,
19–21 November 1993)

� Common Position on Ethics of Biomedical Research
and the Biopharmaceutical Industry of the Representa-
tives of the European Patients’ Organizations (Brussels,
10 January 1994)

� StatementonHumanGeneTherapyadoptedby the Inter-
national SymposiumonHumanGeneTherapy (Inuyama
and Nagoya, Japan, 1995)

� Seoul Declaration on Brain Death. Adopted by the 4th
Congress of the Asian Society of Transplantation (Seoul,
28 August 1995)

� Statement on the Promotion of Patients’ Rights. Adopted
bytheEuropeanForumofMedicalAssociationsandWHO
(Stockholm, 1–2 February 1996)

� Model Ethical Code for Psychiatrists (draft version devel-
oped by a Working Group of the Network of Reformers
in Psychiatry at its FourthMeeting,Madrid, 29–31 August
1996)

� Kampala Declaration on Prison Conditions in Africa.
AdoptedbythePanAfricanSeminaronPrisonConditions
in Africa (Kampala, Uganda, 19–21 September 1996)

� Declaration of Manzanillo. Adopted by the 1st Latin
AmericanMeeting on Bioethics and theHumanGenome
(Manzanillo (Colima State), Mexico, 9–12 October 1996)

� Melbourne Declaration on Physician-Assisted Dying.
Adopted by the 11th International Conference of the
World Federation of Right to Die Societies (Melbourne,
15–18 October 1996)

� Health on the Net Foundation Code (HONcode) (1996;
1997)

� ProposedModelEthicalProtocol forCollectingDNASam-
ples. Prepared by the North American Regional Commit-
tee of the Human Genome Diversity Project (1998?)

� New Delhi Charter on Global Drugs Law. Adopted by
the International Conference on Global Drugs Law (New
Delhi, 28 February–3 March 1997)

� Recommendations (notably on human cloning) of the
9th Fiqh [Islamic Jurisprudence] – Medical Seminar, or-
ganised jointly by the Islamic Organization for Med-
ical Sciences, WHO (Eastern Mediterranean Regional
Office), the Arab Educational, Scientific and Cultural
Organization, and the Fiqh Academy of the Organiza-
tion of the Islamic Conference (Casablanca, 14–17 June
1997)
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� Communiqué of theDenver Summit of the Eight (22 June
1997) (para. 47 on “Human Cloning”)

� The Nuremberg Code of 1997. Adopted by the
Nuremberg Regional Group of International Physicians
Against Nuclear War on 20 August 1997

� The Uganda Declaration of 1997. Adopted on 31 August
1997 at the 1st International Federation of Medical
Students’ Associations Training Workshop on Human
Rights and Medicine (Kampala and Mbarara, Uganda,
23 August–1 September 1997)

� The Right to Health Declaration. Adopted by the 1st In-
ternational Federation of Medical Students’ Associations
Training Workshop on Human Rights and Medicine in
Kampala on 31 August 1997 by the above-mentioned
Workshop

� TheDakarDeclaration. Adopted at the 4th Regional Con-
ference/General Assembly of the Inter-African Commit-
tee (IAC), organised jointly by WHO and IAC (Dakar,
17–21 November 1997)

� The Calicut Declaration: Principles of Ethics in Health
Care. Adopted by a meeting organised by the Pain
and Palliative Care Society in Calicut, Kerala, India, on
22–23 November 1997

� The New Delhi Declaration. Adopted by the Interna-
tional Conference on Global Health Law (New Delhi,
5–7 December 1997)

� Declaration in Defence of Cloning and the Integrity of
Scientific Research. Signed byHumanist Laureates of the
International Academy of Humanism (1997)

� Forging the Link Between Health and Human Rights.
Statement of the Consortium for Health and Human
Rights (François-Xavier Bagnoud Center for Health and
Human Rights; Global Lawyers and Physicians; Inter-
national Physicians for the Prevention of Nuclear War;
and Physicians for Human Rights), issued to mark the
50th Anniversary of the Universal Declaration of Human
Rights (1998)

� Deontology and Good Practices in Epidemiology. Re-
commendations of the Association of French-speaking
Epidemiologists (ADELF) (1998)

� The Barcelona Declaration on Policy Proposals to the
European Commission on Basic Ethical Principles in
Bioethics andBiolaw (adopted inNovember1998byPart-
ners in the BIOMED II Project)

� Resolution No. 1 of the European Conference of Natio-
nal Ethics Committees (adopted at the 4th Conference,
Oporto, 9–10 November 1998)

� Tokyo Communiqué, International Summit of National
Bioethics Commissions (1998)

� The Ethical Duties of Psychiatrists. Adopted by the Net-
work of Reformers in Psychiatry (in the CCEE/NIS coun-
tries, April 1998)

� BangaloreCommuniquéonScienceandSociety.Adopted
at the International Symposium on Science and Society
(Bangalore, 27–29 January 1999)

� Statement on Physicians’ Autonomy. Adopted by the
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emergency equipment 235–6

emergency medicines 236

emergency procedures 235

emergency situations see consent/informed consent, emergency

situations

employees, indemnity from parent organisations 75, 77

employers

indemnity 75, 76, 77

nursing research 264–5

employing organisations 163–4, 174

responsibilities 178–9

employment groups 382

encryption 395

environment 124

epidemiological research 34–6

access to data 498

advocacy 501

benefits 499

children 503

community health care 499

compensation 503

confidentiality 500–1, 504

control groups 503

cultural issues 500

dependent groups 503

ethical principles 497–501

ethical review 496–7

procedures 501–4

external sponsorship 503–4

group definition 498

inducements 499

injuries 503

international guidelines for ethical review 495–504

benefit maximisation 499, 503, 504

conflicts of interest 501

harmminimising 499–501, 503, 504

informed consent 497–9

procedures 501–4

Research Ethics Committees 500–2

investigators 504

local health personnel training 499

mental incapacity 503

multi-centre studies 503

participants 503

pregnancy 503

prisoners 503

programme evaluation 504

protocol 504

randomisation 503

records 490

release of study results 499

Research Ethics Committees 501–2

scientific objectivity 501

students 503

studies

results communication 499

size 66

types 34–5

subject selection 503

undue influence 498
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value 36

vulnerable groups 503

women 503

equipment

emergency 235–6

harm due to faults 247–8

equity 484

ethical approval of clinical trials 86

ethical monitoring of research 7

ethical principles, basic 128–9, 131, 132, 259–60, 497

Ethical Principles for Research with Human Subjects (British

Psychological Society, 1978) 269–74

ethical review committees

application submission 508–9

appointment 507

archiving 512

communication of decisions 511

community 510

confidentiality protection 510

constitution 507–8

decision-making 510–11

documentation 508–9, 512

education for members 508

establishment of system 506

expedited review 510

follow-up 511–12

independent consultants 507–8

informed consent 510

international guidelines 505–15

membership 507

objectives 506

operational guidelines 513–15

research participants 509–10

review 509–10

role 506

study design 509

see also independent ethics committees; Local Research Ethics

Committees (LRECs); Multi-Centre Research Ethics Committees

(MRECs); Research Ethics Committees (RECs)

ethical standards 182

ethics, principle-based approach 259–61

ethics committees

clinical trial approval 30

European Directive on clinical trials 189

independent 26

ethnic groups

genetic research sensitivity 59

research projects 170

research subjects 129

ethnography 41

European Agency for the Evaluation of Medicinal Products

(EMEA) 28

European Convention on Human Rights 16

confidentiality 100, 101

European Convention on Human Rights and Biomedicine

(ETS 164) 196–204

amendments 200

cloning human beings prohibition 202–4

consent 197

disposal of removed part of human body 199

final clauses 201–2

financial gain prohibition 199, 285

general provisions 196–7

human genome 198

infringement of provisions of convention 199

interpretation and follow-up 200

organ and tissue removal for transplantation 199

private life 197

protocols 200

public debate 200

relation to other provisions 199

right to information 197

scientific research 198

European Directive

clinical trials 25, 31

Data Protection 352, 353–4

Legal Protection of Biotechnological Inventions 287

European Directive on implementation of Good Clinical Practice in

conduct of clinical trials 15, 20, 25, 26, 28, 182, 184–95

adaptation to scientific/technical progress 194

addressees 195

application 195

commencement of clinical trials 190

committee procedure 194

conduct of clinical trials 191

definitions 186–7

detailed guidance 190

entry into force 195

Ethics Committee 189

exchange of information 191

general provisions 194

guideline adoption 20, 25

incapacitated adults 188–9

labelling 193

manufacture and import of investigational medicinal

products 192–3

minors 188

notification

of adverse events 193–4

of serious adverse reactions 194

protection of clinical trial subjects 187–8

reports guidance 194

scope 186

single opinion 189–90

suspension of trial/infringements 191–2

verification of compliance of investigational products with

GCP/CMP 193

European Forum for Good Clinical Practice, international guidelines

on bioethics 521–30

European Law 15

European Union

bioethics guidelines 522–3

harmonisation of requirements for pharmaceuticals 25

ICH Good Clinical Practice guideline 134

staff qualified in another member state 250

expert advice 16
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facilities for non-patient volunteer studies 234–6

fair processing information 395, 396–7

exceptions 397, 398

requirement not applying 398

research exemption 400

family

consent for research involving children 418

research involving individuals not able to give consent 488

Family Law Reform Act (1969) 91–2, 101

fatherhood, legal 335

fathers, fetus/fetal tissue research 314

Federal Register (US) 126

fetal tissues 295

banks 316

code of practice for use 313

export 317

financial gain prohibition 315

fresh 316–17

import 317

informed consent for use 314

supply 313–14, 316–17

transplantation 317

fetus

abnormalities 489

code of practice for use 313–15

financial gain prohibition 315

informed consent for use 314

treatment of 313

in utero research 317

finance 171

see also funding; payment

financial gain prohibition

fetus/fetal tissues 315

human biological materials 282, 285

financial need 13

financial rewards 13

epidemiological research 499

inducement to participate in studies 476–7

volunteer studies 230

financial transactions, use of tissues/organs 217

Food and Drug Administration (FDA)

regulations 516–17

research regulation 516

foods, genetically modified 171

fraud

clinical trials 79

invalid consent 90

prevention 79–81

public/professional concerns 182

responsibility to report 216

suspicion 81

friends

information about patients 360

research involving individuals not able to give consent 488

funders/funding 163, 174

allocation 8

patient information sheets 346

research 216

responsibilities 177

sociological research 276–8

see also sponsors

funding bodies 5

gametes see human fertilisation and embryology authority

gender, research projects 170

gene therapy 57, 59

children 323

confidentiality 327

containment 325

contraception use 327

definition 318–19, 331

dose escalation studies 323–4

eligibility criteria 323

exclusion criteria 323

follow-up 327

gene construct/delivery system 322

germ line 59, 319

inclusion criteria 323

indemnity 325

information for patients 324, 325–8

informed consent 325

insurance 325

investigators 325

monitoring 324

objectives 322

participation 326–7

patient population 322

payment 325

pre-natal 330

prior studies 322–3

privacy 327

progress reports 321

rationale 322

reporting requirements 321

research 153

guidance 318–28

site 325

somatic 331

study protocol 323–4

in utero 329–32

Gene Therapy Advisory Committee (GTAC) 150, 153, 318–28

applications 321–2

appointments 154

committee decisions 320

Flagging Project 321

information disclosure 320

New and Emerging Technologies (NETS) 330–1

progress reports 321

relationship with other agencies 319–20

review process 318

in utero gene therapy 329–32

working methods 320

General Medical Council 183, 247

general practice, academic departments 247

general practitioners

indemnity 77, 246, 247
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notification of child research 414

trainees 247

General Sale List 32

General Social Care Council 183

genetic databases 59

genetic disorders 416

genetic information 58, 59

genetic research 57–8, 282

access to information 58

blinding 62

compliance 62

confidentiality 58, 490

counselling to participants 58

eligibility criteria 62, 63

ethics 57–9

human tissues 289, 291, 292

informed consent 58

post-research testing 58

publication bias 63

randomised controlled trials 63

Research Ethics Committees 62–3

right to know/not to know 58

sample storage 58

sensitivity 59

study participant eligibility 62

genetic testing 282

diagnostic 490

genetically modified organisms 171

regulations 320

germ line 332

gene therapy 59, 319

modification 319

Germany

early human experimentation 18–19

see also Nazi medical atrocities

gift authorship 79

Gillick competency 90

human fertilisation and embryology authority code of practice 333

globalism 6

Good Clinical Practice 15, 18, 20

ABPI Guidance for patient information/consent 348

Compliance Unit 27–8

definition 136

ICH guideline 133–49

compliance 134

glossary 134–9

independent ethics committee 140–2

institutional review board 140–2

investigators 142–7

principles 139–40

sponsors 147–9

inspectors 28

investigational 32

investigational product compliance 193

Phase II studies 31

principle 26

see also European Directive on implementation of Good Clinical

Practice in conduct of clinical trials

Good Laboratory Practice 30, 208

GoodManufacturing Practice 140, 193, 208

Good Research Practice 207–13, 214

commercial exploitation 212

conducting research 209–10

conflicts of interest 208

data recording 210–11

planning research 208–9

principles 208

publication 211–12

results

applying/exploiting 212

reporting 211–12

students 221

Good Samaritan acts 248

Governance Arrangements for NHS Research Ethics Committees

(DOH, 2001) 15, 16, 17, 150–64

student research 53–4, 56

governance of research 53–6

NHS research ethics committees 150–64

governmental entities, bioethics guidelines 529

Griffiths’ inquiry 20

guardians see Caldicott Guardian; legal guardian

Guidelines for the ethical conduct of medical research involving

children 105, 222n

harm 128

costs 260

epidemiological studies 499–501

ethics protecting from 375–6

to groups 500

information about patients 384

minimising 6

non-negligent 248

potential

assessment 414, 415–16

HIV preventive vaccine research 458

research subject 17

resulting from fault in drug/equipment 247–8

signification 12

harmonisation of requirements for pharmaceuticals 25

hazard 67

ratio 64

hazardous processes/materials 209

healing traditions 50

health

issues in qualitative research 42

research governance framework 165–83

health and safety 171

Health and Social Care Act (2001) 101

information disclosure 402

Health Authority 152, 164

health care

equitable access 197

responsibilities of organisations 179–80

health care professionals 243–4, 407–8

definition 245

indemnity 246, 248, 249, 250
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health care professionals (cont.)

negligence 244

on-the-job training 249

responsibilities 180

responsible 164, 174, 175

health records 408

access to 354n, 356, 414

herbal medicine 50

Hippocratic Oath 128

HIV epidemic 451, 452–3

Africa 6–7

global burden of disease 452

impact 453

HIV infection

candidate vaccines 453

care 461–3

post-exposure prophylaxis 461

stigma 453, 458

subtypes 452–3

treatment 461–3

vulnerability 453

HIV preventive vaccine research 451–64

benefits 459

capacity building 455, 456

children 463–4

clinical trials 457–8, 459

coercion 460–1

community participation 455–6, 460

confidentiality 490

control group 459

counselling 461

development programme 457

distribution 454

ethical review 456

guidance 453–64

informed consent 459–61, 463–4

monitoring 461

special measures 460–1

intervention monitoring 461

live-attenuated vaccine 458n

potential harm 458

protocols 455, 456, 459

risk-reduction interventions 461

risks 458

scientific review 456

self-determination 455

social consequences 458

sponsors 453, 454, 461–2

study population 455

vaccine availability 454

vulnerable populations 456–7

women 463

hospices 108, 249, 447–8

hospital chaplains 355n

hospital doctors

indemnity 246

medical defence organisations 77

human beings, primacy 197

human body

disposal of removed part 199

financial gain prohibition 282, 285

respect 282

human cloning, European Convention on Human Rights 202–4

human embryos 171

in vitro research 198

Human Fertilisation and Embryology Act (1990) 153, 284, 363, 389

Human Fertilisation and Embryology (Disclosure of Information)

Act (1992) 363, 389

Human Fertilisation and Embryology Authority 284, 295

code of practice 333–9

consent 333

to examination 333

to export 334

of husband/male partner 335

to presence of observers 333–4

to storage 333–4

to treatment 333

to use 334

egg sharing arrangements 335–6

embryos

clinical use 336

disposal 337

for donation 337–8

long-term storage 335, 338

obtaining 336

providing for donation 335

termination 336–7

gametes

clinical use 336

for donation 337–8

long-term storage 335, 338

obtaining 336

providing for donation 335

storage 334

licences 338

people seeking treatment 334–5, 337

posthumous use 334

prohibitions 338–9

research 338–9

sperm production 337–8

Human Genetics Commission 281

human genome 198

Human Genome Organisation (HUGO) Ethics Committee 57

humanmaterial 282

Human Rights Act (1998) 101, 374, 389

Human Rights Law 15–16

human subjects, ethical principles for medical research 123–5

human tissues see biological materials, human

hypotheses, generating/testing 59

illness 132, 485, 488

immigrants, elderly 108

impartiality 44

incompetent persons 92–4

acute conditions 476

adults 102, 220
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assent 125

assessment 220

biomedical research involving humans international

guidelines 487–8

capacity assessment 220

children 102, 440–1

comprehension limitations 130–1

confidentiality 101–2

enrolment in trials 145–6, 188–9

exploitation 477

fluctuating capacity 220

human tissue use 289, 295–6

information about patients 358

informed consent 124

legally accepted representative 145–6

organ removal 199

protection 197, 198

proxy use 107

risks 478–9

third parties 130–1

treatment in best interests 92–3

see also mental disorders; mental incapacity; vulnerable

groups

indemnity 75, 76, 77–8

gene therapy 325

health care professionals 246, 248, 249, 250

legal proceedings 17

sponsors 147

independent data-monitoring committee 136

independent ethics committees 136, 139, 140–2, 427

composition 141–2

functions 141–2

informed consent 519

investigator communication 143

membership 520

operations 141–2

records 142

registration 516–20

research review/oversight 519–20

responsibilities 140–1, 516–17

reviews 148

vulnerable groups 520

individual justice 132

individuals

ethical principles 497

research impact on 8

inducements 131

developing world 115

epidemiological research 499

volunteer studies 230

infants 425–6

information

personal 282

MRC guidance 367–71, 372, 373–90

privileged 277

processing 353n

provision of advance 376

research 209

right to 197

safety assessment of marketed medicines 226

withholding 474–5

information about patients 351–64

aggregated 357

anonymised 357

approaching patient during medical care 378–9

breaches of confidence 358

broadcasting 361–2

Caldicott Report 365–6

care coordination 359–60

children 358

coding 382

computerised information protection 358

confidence breaches 357–8

confidentiality 353, 368, 371, 373, 377

continuing after death 376

duty of 356–7

safeguards 382–4

consent 377, 378–82

forms 386

contractual obligations 358

deceased 356n, 374–5

disclosure 379, 380

reduction of need 376–7

selective 498

without consent 371, 373

disposal 358

distress avoidance 384

ethics 375–6

feedback 384–5

guidance

purpose 354

status 351–2

harm avoidance 384

historical records 374–5

informing patients 355–6

law 373–8

litigation 361

MRC guidance on personal information in medical

research 367–71, 372, 373–90

NHS information strategy 369

non-medical sources 381–2

notice 362

passing on 355, 357–8, 360–2

statutory restrictions 363

patient unable to give consent 358

press 361–2

principles 354–5

protection 351

public protection 361

publication 384–5

records-based research 386–7

research 360

team 383

responsibility

of doctor providing 387

for passing on 357–8
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information about patients (cont.)

restrictions on passing on 360

retention times 359

safeguarding other interests 384–5

security measures 358–9

sensitive 368

serious crime tackling 361, 363–4

statutory requirements 360–1

statutory restrictions on passing on 363

storage 358, 384

teaching 360

use 351, 353

of existing 218–19, 372, 381, 385–6

see also data

information exchanges within EUMember States 191

information for patients/research participants 12, 124, 130

APBI Guidance note 348–9

biological sample use 300

components 232

comprehension 130–1

confidentiality rights 97

consent procedures 386

content of written material 146, 343–6

doctors 216

fonts 98

gene therapy 324, 325–8

HIV preventive vaccine research 460

human biological materials 304–5

human tissue use 283, 289

incomplete disclosure 130

invitation to partake 96–7

language use 97–8, 144

layout 98

leaflets 386

nursing research 263–4

plain English 97–8

presentation 98

project details 97

psychiatric studies 107, 432

readability 343

testing 98

risks 130

safety 148

withdrawal rights 97

writing 96–9

informed consent see consent/informed consent

injury

compensation 490–1

epidemiological research 503

injustice 132

inspection 137

institutional groups 42, 129, 132

institutional review boards 20, 137, 139, 140–2, 427

approval 135

composition 141–2

functions 141–2

informed consent 519

investigator communication 143

membership 520

operations 141–2

records 142

registration 516–20

responsibilities 140–1, 516–17

research review/oversight 519–20

reviews 148

US located 517–19

vulnerable groups 520

institutionalised children 487

institutions, medical 137

insurance

gene therapy 325

sponsors 147

insurance company reports 247

intellectual property rights 171, 178, 179

human samples 282

human tissues 286, 287

protection 212

intergovernmental organisations 521–4

International Conference on Harmonisation of the Technical

Requirements for Registration of Pharmaceuticals for Human

Use (ICH) 25

bioethics 523

Good Clinical Practice guideline 133–49, 505

investigational products guidelines 32

pre-clinical testing guidelines 30

research involving children 420–8

international ethical guidelines see biomedical research involving

humans, international guidelines

International Labour Organisation bioethics guidelines 523

interpretative research 41

interventions

best current 480

established effective 480, 481–2

interviews

face-to-face 37

semi-structured 42

unstructured 42

intimidation, informed consent 475

investigational products 137, 140, 143–4

compliance with GCP/GMP 193

imports to EU 192–3

labelling 193

manufacture 192–3

investigators 137, 139–40, 142–7

agreements 142

application submission 162

biomedical research involving humans international

guidelines 474–6

brochure 137

communication with institutional review boards/independent

ethics committees 143

compliance with protocol 143

confidentiality 489

definition 512
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epidemiological research 497–8, 504

ethical obligations to host country 491–2

gene therapy 325

informed consent of subjects 144–6

medical care of trial subjects 142–3

payment 230

premature termination of trial 147

principal 163, 174, 176–7

data use 238

employers 178–9

multi-centre research 237

nurses 262, 263

progress reports 147

qualifications 142

randomization 144

records 146–7

reports 146–7

resources 142

responsibility

for injury 491

for investigational product 143–4

safety reporting 147

suitability 80

suspension of trial 147

unblinding 144

Ionising Radiation Regulations (1999, UK) 69–70

Ionising Radiation (Medical Exposure) Regulations (2000, UK) 69, 74

Japan

Good Clinical Practice guideline adoption 20

harmonisation of requirements for pharmaceuticals 25

ICH Good Clinical Practice guideline 134

jargon 97

Joint United Nations Programme on HIV/AIDS (UNAIDS)

guidance 451–64

bioethics guidelines 523

judicial review 17

justice 129, 132, 259, 497

distributive 497

individual 132

principle 261

Research Ethics Committee role 152

social 132

Kant, Immanuel 9

labelling of investigational products 193

laboratory quality assurance 308–9

language, use of 97–8

information for trial subjects 144

informed consent 471

law

common 373–4

confidentiality 100–2, 373–4

consent 89–95

information about patients 373–8

research ethics committees 15–17

research governance framework 182

see also legislation

learning disabilities 433

legal advisors 393

legal duties of research ethics committees and members 16

legal framework, medical research 15

legal guardian 427, 463–4

consent 487

incompetent people 477

see also parents

legal proceedings, indemnity 17

legislation 15

Germany 18–19

research on people with mental incapacity 440–2

Russia 19

United Kingdom 25–6, 28

United States 25

see also law

Licensing Authority (UK) 26, 28

life expectancy

developing world 113

palliative care 109

literature review 263

litigation, information about patients 361

local authorities 90

health workers 248

Local Research Ethics Committees (LRECs) 5, 6, 150

committee members 12

data use with no local researcher 239

establishment 153

fertilisation and embryology research 338

fetal tissue supply 316

fraud prevention/management 79–81

Gene Therapy Advisory Committee relationship 319

Health Authority 152

human biological sample use 300–1

investigations 81

locality issues 158–9

medical devices 241–2

mental incapacity research 436, 442

misconduct prevention/management 79–81

NHS indemnity 248

nursing research 262, 263

radioactive medicinal product studies 74

research involving children 417

research proposals 237

local researcher 237

locality issues 158–9

locums 249

longitudinal studies see cohort studies

managerial responsibilities in research 221–2

marketing authorisation, UK 31, 32

masking see blinding

material transfer agreements (MTAs) 212

measurements, variability 65

medical audit 60
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medical confidentiality 100

medical defence organisations 77

medical devices

Competent Authority notification 241, 242

indemnity for companies 77

regulations 241–2

Medical Devices Agency 171, 241–2

Medical Devices Directives 241–2

medical procedure, patient understanding 90

medical records

access to 101

advance information on use 376

biomedical research involving humans 472–3

medical research 60, 123–5

combination with medical care 125

personal information 367–71, 372, 373–90

principles 123–5

Medical Research Council (MRC)

Consumer Liaison Group 281

Fetal Tissue Bank 316, 317

good research practice 207–13

guidance on personal information in medical research 367–71, 372,

373–90

principles 371, 373

scope 370

status 369

updates 370

human tissues/biological samples guidelines 281–99

intellectual property rights protection 212

non-negligent harm 248

research onmentally incapacitated 435–44

medical staff, conscientious objection to fetal tissue use 314

medical treatment, free 491

medicinal products

borderline 31–2

definition 31

ICH Harmonised Tripartite Guideline 420–8

investigational 32

paediatric 420–8

age classification of patients 425–6

development programme 421–2

efficacy 424

ethical issues 426–8

formulations 422

pharmacokinetics 423–4

postmarketing information 424–5

safety 424

timing of studies 422–3

types of studies 423–5

reasonable availability 479, 480

use of unlicensed beyond trial period 255–6

Medicines Act (1968, UK) 31, 171, 222n, 250–1

exemptions 255

Medicines Act (UK) 28–30

Medicines Commission 28

Medicines Control Agency (UK) 26–8, 222n

Gene Therapy Advisory Committee relationship 319

Inspection and Enforcement Division 27–8

Licensing Division 27, 28

notification 171, 182

Post-Licensing Division 27, 28

safety assessment of marketed medicines 226

Medicines Devices Agency (MDA) 319

Medicines (Exemption from Licences) Order (UK, 1981) 28

Medicines (Radioactive Substances) Order (1978) 72

Medicines (Administration of Radioactive Substances) Regulations

(1978) 72

Medicines (Applications for Grant of Product Licences – Products for

Human Use) Regulations 1993 (SI 1993 No. 2583) 15

mental disorders 57

advance statements 220

biomedical research involving humans international

guidelines 485, 487–8

comprehension limitations 130

consent 220

genetic research 59

human tissue use 289, 295–6

offenders 359

protection of persons 197

psychological research 271

volunteer studies 230

Mental Health Act (1983) 361, 440

Code of Practice 441

Mental Health (Northern Ireland) Order (1986) 440

mental incapacity

children 440–1

consent 436–9, 442–3

competence 441–2

Council of Europe guidance 438

Declaration of Helsinki guidance 437–8

definition 436

Department of Health guidance on consent 439

epidemiological research 503

ethical case for inclusion in research 439–40

Local Research Ethics Committee 436, 442

Medical Research Council guidance 435–43

non-therapeutic research 440, 441–2

research 435–44

legal position 440–2

risks 440

safeguards 439, 440, 441

Royal College of Psychiatrists guidance on consent 438–9

therapeutic research 440, 441

midwives, independent 249

misconduct

consent 80

definition 79

disciplinary action 183

prevention 79–81

public/professional concerns 182

suspicion 81

misrepresentation, invalid consent 90

monitoring 137

ethical 7

moral agents, researchers as 9–10

moral principalism 13
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moral responsibilities 13–14

moral theory 6

mortality ratio, standardised 64

multi-agency working, data controller 395–6

multi-centre clinical trial 137, 149

definition 186

single opinion 189–90

multi-centre research 61

biomedical research involving humans 469

categories 238–9

communications 239

database use 238–9

epidemiological research 503

guidance notes for researchers 239–40

local researcher absence 159

NHS 237–40

NHS Research Ethics Committees 158–9

site 158

Multi-Centre Research Ethics Committees (MRECs) 5, 6, 150, 158

application to 239–40

appointments 154

committee members 12

communications 239

data use with no local researcher 238–9

Department of Health responsibility 153

ethical approval for data use 238

fertilisation and embryology research 338

human tissues 297

locality issues 158–9

medical devices 241–2

nursing research 262, 263

research involving children 417

research proposals 237

named patient supplies 28

National Commission for the Protection of Human Subjects of

Biomedical and Behavioral Research (US) 126

National Council for Hospice and Specialist Palliative Care

Services 447–8

National Health Service (NHS) 77

bodies 245

Central Register for England andWales 362

clinical negligence claims 243–53

confidential information use 294

employee indemnity 247

governance arrangements for research ethics committees 150–64

application submission 162–3

ethical review of research protocol 159–62

multi-centre research 158–9

principles 151–2

standards 151–2

working procedures 156–8

indemnity 75, 76, 243–53

Category 2 work 247

circumstances covered 244, 245–6

claims management 246

clinical negligence 244–5

clinical trials 247

expenses met 244, 246

financial support 246

former staff 249

harm resulting from fault in drug/equipment 247–8

health care professionals 246, 248, 249, 250

independent midwives 249

Local Research Ethics Committees 248

locums 249

overseas doctors 250

people covered 245, 246–50

people not covered 244, 245, 246–50

pharmaceutical company sponsored clinical trials 250–3

principles 245

private sector rotations for hospital staff 249

private work in NHS hospitals 247

students 249

trust arrangements 249

information strategy 369, 376

multi-centre research 158–9, 237–40

records 375

Research Ethics Committee 150–64

establishment 153–4

remit 152–3

support 153–4

research proposals 150

responsibilities in law 16

staff working for other agencies 248

see also NHS

National Research Act (1974, US) 18, 20, 126

Nazi medical atrocities 5, 18, 19, 129

needs assessment 42

negligence

consent 90–1, 92

health care professionals 244

legal actions 17

see also clinical negligence

Neisser, Professor 18

neonatal research 106, 425–6
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