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Introduction

Where is the Life we have lost in living?

Where is the wisdom we 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 each of the research proposals they have 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-
search Ethics Committees but also from research institutes,
hospitals, universities and pharmaceutical companies in
the UK, North America, India, Africa and Australia.

Ethics in medical research is no longer an issue to which
a passing nod can be given in order to fulfil minimum

XVii
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requirements. Public outcry over research scandals in the
UKandthe USA, and increasing controversy aboutresearch
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 aradical reorganisation and rewriting of much of the
material contained in earlier editions.

The 6th edition of the Manual for Research Ethics Com-
mitteesis divided into two distinct parts which are designed
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.

SectionI 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 for members of
RECssuchasstudentresearch, geneticresearch, 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 interests of vulnerable research participants.

Section IV deals with research in an international con-
text, particularly the issues that can arise when medical 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 to help readers find the guidelines that
inform a particular issue. However, the index at the back of
the Manual 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 guidelines which 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 to use summaries of, which
to simply refer to and which to omit.

Readers familiar with previous editions of the Manual will
note that the Royal College of Physicians of London’s advice
‘Guidelines on the practice of ethics committees in medical
research involving human subjects (1996)’ has been omit-
ted from this edition of the Manual as permission was not
granted toreproduce the full version. Readers should check
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, have beenrevised. Thelatest versions of the guide-
lines are reproduced in the Manual, though the nature of
information is such that it is inevitable that between the
writing of this introduction and the production of the Man-
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/

Where relevant, some useful websites are listed at the end of
chapters in the first section of the Manual. Readers should



be aware that although websites were correct at the time of
publication, addresses may have changed in the meantime.

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 or wis-
dom. Guidelines are simply a tool and should be used in
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the correct circumstance and with care, as any tool would
be used.

Thoseinvolved in the ethical review of research proposals
should be aware that guidelines in isolation do not contain
the answers to the complex issues that are debated in ev-
ery meeting 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
as a substitute for the careful consideration of ethical issues
at all stages of the research process.

Sue Eckstein
Centre of Medical Law and Ethics
King’s College London












Fundamental ethical and legal considerations






The ethics of clinical research

Historyis unfortunately peppered with stories of abuse car-
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.! 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,? 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 the United Kingdom research is carefully
monitored through the work of funding bodies, 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 been made 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 the benefits we hope for, we have to accept that
there will be costsinvolved. The moral question iswhat type

I Annas, G. and Grodin, M. (eds.) (1992). The Nazi Doctors and the
Nuremberg Code. New York: Oxford University Press.

2 Jones].H. (1981). Bad Blood: The Tuskegee Syphilis Experiment. New
York: The Free Press.

Calliope (Bobbie) Farsides

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

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 good or bad, but rather must be judged



Manual for Research Ethics Committees

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

The most famous variant of consequentialism is util-
itarianism, the theory developed by Jeremy Bentham in
the mid-nineteenth century. 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
painand pleasure; morality requires that we be equally con-
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 and certainly offers a starting point 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
do we compare the benefit of curing a disease with the ben-
efits of preventing it in the first place? How do you compare
the benefits of palliating symptoms with increasing patient
satisfaction through other means? Is reducing the cost of
health care a significant benefit compared with improving
treatment? How does one weight ‘hope’ and ‘worth’ as ben-
efits of involvement? All these questions might be relevant
when decidinghowto allocate a pool of moneybetween dif-
ferent types of research, but they might also have an 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 be made. 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.

One might assume that the consequentialist ideal would
be to conduct a piece of research which imposed minimum
costs upon the smallest possible number of people, but se-
cured substantial benefits for a significantly higher number
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
rather different outcomes, some of which areless 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 thatresearch thatis directed at the alleviation
of widespread and significant suffering should easily pass
the consequentialist test, even if quite significant risks
are posed to a relatively small amount of research partici-
pants.Itisworth bearingin mind thatallowing the costs to
be too high might undermine public support for clinical
research with 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



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 sums worked out; in commer-
cial terms they did not.
* At alocal level one sometimes encounters proposals ad-
vocating trivial but commercially motivated research;
for example, post-licensing drug comparisons that have
more to do with marketing than with useful clinical com-
parison. The benefits to drug companies of usurping a
market leader might be great, but the benefits to patients
will be negligible if the treatment is already known to have
nothing new to offer. Here, the consequentialist sums do
not add up, but the commercial ones do.
A difficult problem is posed by student research. The ben-
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
gained by the research itself may be small or non-existent.
Here, the benefits and costs might, to some extent, 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 types ofaccounting are shown to determine what
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.® 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.
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the comparison will show which is the more beneficial
approach. Until the results are available, the researcher
cannot promise any benefits to those who 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
upon who are recruited as participants in research projects.
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 a max-
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
avery 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 utilitarianism were 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 how much 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.
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¢ Alarge number of people suffer a minor 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

Insome cases such decisions might be challenged by others

as morally unacceptable on grounds of justice and fairness.

Thefearisthat consequentialismleaveslittle room forjudg-

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 goals might 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
validity ofa piece of research s to ensure the scientific valid-
ity of the proposed project. Thus the means must 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
ability and resources necessary for the task. Consequential-
ism therefore requires scientists to make a valid assessment
of their ability to attain the potential benefits by the means
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, the consequentialist will also want to know that
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
complex ethical problems. It could therefore be argued that
the maximising nature of consequentialism immediately
increases the potential for a large number of participants
beinginvolved in what 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
problems posed by this particular approach are considered
insurmountable, other research approaches will have to be
adopted. It is possible, therefore, that on occasion ethics
will dictate that maximum benefits in terms of impact are
forfeited because of the costs entailed for individual partic-
ipants by using the most effective means of pursuing them.
There is always the need to balance the value of scientific
knowledge and proof against the costs of acquiring it, and it
is no coincidence that research has proceeded more 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
that we 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
* Payslessattention to the wayin which harms and benefits

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



aredistributed, and where necessary we need to ensure 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.®
Whilst one might hope for good consequences to follow,
this is irrelevant to the moral 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 the means and must 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 end but rather as an end in themselves.” Thus we should
acknowledge our duties towards others, and seek only to do
unto them as we would have done unto us. The individual
research participantis thus protected from having his or her
own rights or interests overlooked in the interests of pursu-
ing a substantial communal good. Deontological theories
and theorists tend to vary much more than those who follow
the consequentialist model; thus it is somewhat mislead-
ingto make general claims about ‘deontology’. However, for
the sake of simplicity one can make some claims about how
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 some of 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.
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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
arisk of this happening when deontological 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 thingis to explore how both the basic and partic-
ularrights people can claim, and the fundamental duties we
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 researcher might be left to decide
which are the most important moral rights and duties in a
particular case.
The deontological approach:
* Concentrates attention upon the individual researcher or
participant
¢ QOutlines the duties and rights of the respective parties
* Seeks to prioritise particular moral 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
* Can pronounce somerights and duties absolute and non-
negotiable whilst giving others only prima facie status.

Researchers as moral agents

Those conducting health-related research often have to
combine theroles of scientist and carer, roles which, though
related, might entail different types of duty that might at
times conflict. The situation might 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 she might 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 the project as opposed to that of an individual pa-
tientwho might, for example, be randomised into a placebo
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 to which 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 significant moral 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.2 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.’

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 to which 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.and Montgomery]. (1996). Health Care Choices: making
decisions with children, London: Institute for Public Policy Research.

Fulford, KW.M. and Howse, 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
make anindividual feel disempowered, dependent and cer-
tainly apprehensive. Practical realities, such aslong waiting
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 along-term car-
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 and morally 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 some cases the result of excluding people



on the basis of race, class or gender is plainly discriminatory
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 they arerendered therapeutic orphans due to thelack
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 the most significant implications of a deontological
approach is that the person involved in research can, and
should, be characterised as something other than a mere
subjector object of scientific curiosity. One way of underlin-
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
term might seem inappropriate. In other situations individ-
uals might be happier with 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
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in order to secure a valid and ethical outcome from the
research.

Whilst the deontologists will not wish to unquestioningly
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 they wish to do so, but whilst participating they will
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.!?

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
more stringent than the legal ones. A signature on a consent
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,!! 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:
John Wiley.

1 Doyal, L. and Tobias, J.S. (eds.) (2001). Informed Consent in Medical
Research, London: BMJ Books.
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also important to support those who might 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.'? 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
memberswill know, thereis an art to producingagood pa-
tientinformation sheet, and sometimes practitioners find
themselves on a steep learning curve.

Ideally, a participant should be given time to deliberate

upon the information they have been given before decid-
ingwhether or not to consent. This should usually be pos-
sible through the appropriate timing of information giv-
ingand through the careful staging of the consent process.
However, in some contexts an immediate decision is re-
quired,'® and we are well aware that these are the contexts
in which issues of consent can become very problematic.
Where there is no time for measured deliberation, it is
particularly important thatinformation is given as 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 trial might, if known, affect their willingness
to continue. Good scientific practice might require that a
participant continues in a trial until definitive results can
be produced, even if early results suggest that a trial drug
shows promisingresults. Thiswould be the caseifthe drug
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, ].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 it might be
acceptable to keep participants in the dark until the trial
is complete. However, where information relating to sig-
nificant harms becomes available, there would be a moral
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 and MREC committee members will be familiar
with the need to reassure participants of their right to
withdraw at any time without 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 the worries about coercion and non-
voluntariness outlined above. Without the right to refuse
or withdraw, the right to consent is meaningless, a diffi-
cultissue in English law as it relates to consent of minors.

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 of multi-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 anonymity must be
honoured.!*

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.



This is an area in which duties of research participants
might also need to be made explicit. For example, in the
context of qualitative research involving group discussions,
participants need to understand that they also have a
duty of confidentiality towards their fellow participants. Or,
where participants have been brought together in a com-
mon location for treatment or testing, they should under-
stand that any other people attending have 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 the management of the research to its comple-
tion and dissemination. Itis 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 the consequentialist could theoretically decide that
publication of some research finding would not be in the
public interest. Publication of results needs to be handled
delicately in order to preserve anonymity and confidential-
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 bad motives. 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.
This difference comes to the fore when discussing the possi-
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 Tight sort of reasons’ for example, altruism as op-
posed to financial need. This preference is not simply born
of a desire to promote the moral 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 reality might be that the person conduct-
ingtheresearchisbeinghandsomelyrewarded, and it could
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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
to moral reasoning without devoting far more space than is
available here. They will also know that there are other ways
of thinking about moral 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
which has gained widespread support amongst health care
professionals.!® 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.'® Feminist ethics now
has a rich and varied literature, which has contributed
usefully to many debates. All these approaches have some-
thing to offer, but the priority here has been to present an
introductoryguide to two ways of thinking which intuitively
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 in mind, we invite you to use the many forms of
guidance available in this manual to help decide whether a
piece of work offers significant enough benefits to appro-
priate parties to justify the predicted costs 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.
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Research ethics committees and the law

lan Kennedy' and Phil Bates?

Tschool of Public Policy, University College London, UK
2Centre of Medical Law and Ethics, School of Law, King’s College London, UK

The legal framework for the regulation of medical 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
clearly defined legal powers and duties. Thus, any authority
that an Ethics Committee wields is informal and extra-
legal. Such authority should not, however, be underesti-
mated. Within the National Health Service, the Governance
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
Research Governance Framework for Health and Social Care
(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 to ensure it meets ethical standards.’

The original version of this article was written by lan Kennedyin 1994.
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
NHSwillbe denied accessto patients and data withoutsuch
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,
there came into force the Medicines (Applications for Grant
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
European Community, issuedin 1991, and that these guide-
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,
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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
consider Article 3 of the European Convention, which states
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 involved may under certain circumstances be 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
Research Governance Framework states: ‘Itis 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 the NHS or social care organisation 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.” (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

e community considerations.

The duties described above are imposed on Committee
members as individuals, since the Committee has no sepa-
ratelegal identity. It follows from what has already been said
that Committee members have onerous responsibilities,
and it is necessary to consider the circumstances in which
members may incur legal liability for breach of their duties.
It could be said that, since the role of the Commiittee is solely
advisory, no question of liability arises, as the final decision
to authorise a research project is made elsewhere. Since,
however, the Committee exists to provide expert advice and
can assume its advice will be relied upon, it is doubtful that
this argument would prevail. On this basis, it is likely that
Committee members have a duty of care towards those who
might be harmed by their involvement in research. How-
ever, a successful claim would 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 law would require of a reasonable Committee member.
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-
tee member to get things right. Rather, as has been said, the
obligation is to behave reasonably. Clearly, the expertise of
the member may limit what he or she can do, but the law is



likely to require that any reasonable member finding a mat-
teronwhichhe orsheisunsure, should seekadvice, (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 basic mini-
mum of resources must be available). For example, the obli-
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
this breach of duty has caused harm to the research subject.
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, ifa Committee member were found liable, thisliability
would be personal. Thus, each Committee member must,
ifhe 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. The Gov-
ernance Arrangements for NHS Research Ethics Committees
acknowledges the possibility of legal actions against mem-
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)
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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-
tion was 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 have made 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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Attempts to regulate the conduct of medical research have
a surprisingly long history. The first regulations were made
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 human participants, but
there is little evidence to show this to be true.

Many regulations, including the earliest, have been writ-
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 subsumed as laws or regulations.

Early German scandals

Another perception needing to be challenged is that in-
formed consent was somehow an American invention,
after the Second World War, or perhaps even more recently.
In fact, a legal requirement for the informed consent of the
subjectof human experimentation wasfirstmade in amini-
sterial directive issued in Berlin in 1900. The need for such a
directive arose from the work of Professor Neisser —remem-
bered now by the organisms that cause gonorrhoea and

meningitis — neisseria gonorrhoea and neisseria meningi-
tidis. In 1898, at the University of Breslau, he tried to develop
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 aregulation in 1900, of which the following is the first
clause:

Directive to all medical directors of university hospitals,

polyclinics, and other hospitals

I T advise the medical directors of university hospitals,

polyclinics, and all other hospitals 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) thehuman subjecthas notgiven his unambiguous con-
sent;

(3) the consent is not preceded by a proper explanation
of the possible negative consequences of the interven-
tion...

Berlin, 29 December 1900.!

Therestof the directive 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 than most rules today, but it
specifically required consent to be obtained after relevant



information had been given. What is not clear is how much
effectithad in practice. By the late 1920s there was 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 aresult, there was further debate in
the German parliament, and in February 1931 the German
Minister of the Interior issued ‘guidelines for innovative
therapy and scientific experiments on man’. Although only
guidelines, they were given some force by the introduc-
tory statement? 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’.® 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 1945%, 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 of medical research. In Russia dis-
semination of news and views was too tightly controlled for
any public outcry about unethical medical research to have
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
institutions was complicated by the absence of official rules
regulating the conditions of medical experimentation’.> So
the Scientific Medical Council of the People’s Commissariat
of Health Care set up a commission to develop rules, which
were published as a decree in 1936.° Like the German di-
rective of 1931, many of the decree’s concepts are similar to
thoselater found in the Declaration of Helsinki: there must,
for instance, be prior animal experiments, there must be
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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 judgement’
delivered by the entirely American tribunal in 1947 became
known as the Nuremberg Code: it sets out ten fundamental
principles for the ethical conduct of medical research, and
starts with 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 it was hoped that ethical standards of behaviour
could be agreed, in which doctors around the world could
be supported by a sense of global solidarity. Atan early stage
it became clear that the WMA would have to set down ethi-
cal principles for medical research, not least because the
Nuremberg Code was almost totally ignored. Physicians
and researchers outside Germany 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’® The WMA agreed some brief
principles in 1954, and worked on them for a decade before
the first Declaration of Helsinki was agreed at its meeting
in Helsinki in 1964.°

The need for clear guidance was becoming apparent. In
1966, Henry Beecher in the US,!? and a year later Maurice
Pappworth in the UK,!! created immense public and pro-
fessional debate with their publications demonstrating
how much flagrantly unethical research was going on in
each country. One of the unethical studies cited by Beecher
was the injecting of cancer cells into elderly, debilitated pa-
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 another major scandal that led to the first modern
law regulating medical research to be passed, in the United
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 black men, 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, along with about 200 controls. Their co-operation
was relatively easily obtained, with promises of free trans-
portand free hotlunches on study days, and of free medical
care and burial, after autopsy. The researchers went to con-
siderable lengths to try to ensure that they did not receive
specific treatment: by the time the study was halted in 1972,
however, as many as one-third of the men may have had
curative treatment for their syphilis.

The study was run by the US Public Health Service. 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 only when The New York Times
broke the story in July, 19722 that the study was halted.
Another, external, committee concluded that the research
had been unethical from the beginning, and recommended
setting up a national board to regulate federally funded
research with human participants.'

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 aspects of research ethics, including the document that
came to be known as the Belmont Report.* Also in 1974, a
new chapter was added to the Code of Federal Regulations
(CFR), requiring that federally funded research should have
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-
tional Commission was reflected in a series of amendments
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,'® because of their failure to follow the regulations. The
USis now moving beyond regulations to certification of 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
their premature infants in North Staffordshire had been put
into a study of an alternative sort of ventilator without their
knowledge or consent, led to the setting up of the Griffiths’
inquiry.'® While the full story may yet take some time to
emerge, the inquiry’s recommendations have developed
into the framework for research governance, 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 to make the new UK scheme work will 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.!” 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 in May 1996 by
the International Conference on Harmonisation of Techni-
cal Requirements for Registration of Pharmaceuticals for
Human Use Harmonised Tripartite Guideline for Good
Clinical Practice!® — 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 licensing purposes to
conform to it. The ICH guidelines specify a minimum data
setto be included on patient information sheets, which has
helped to improve the level of information given to poten-
tial participants, and also require auditing of research data,
which has led to most 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 written more and more 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-
dertakingresearch, and in ensuring that ethics review com-
mittees are adequately supported to provide the necessary
oversight.
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The research process






The regulation of medical research in the UK

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/EEC!. 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
and market medicines for human use. 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 Code?,
the Declaration of Helsinki* (original version 1964) and na-
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 of measures through the 1960s to 1980s which
evolved into the Code of Regulations of the Food and Drug
Administration 21 CFR®. Individual European national
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governments together with the European Community®
then produced their own legislation.

Common themes emerged from the various approaches
to GCP and resulted in harmonisation of standards within
Europe’ during the late 1980s and early 1990s and Directive
91/507/EEC.

During the 1990s a major 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
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to put into place inspection procedures to assess this com-
pliance and it addresses a range of other specific issues.

Itis 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-
tific progress, is equally relevant to non-industry sponsored
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?

The mostsignificantimplication is that all 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-
monisationis, infact, one of the key themes of the proposed
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

* the compensation provisions and insurance orindemnity
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 they may make 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 Government Ministers comprising the Minister
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 UK market 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 MCA Mission Statement is:

To promote and safeguard public health through ensuring ap-
propriate standards of safety, quality and efficacy for all medi-
cines on the UK market. Also, to apply other relevant controls and
provide information which will contribute to the safe and effective
use of medicines®.



Additionally, the Agency is required to advise Ministers on
policy relating to pharmaceuticals and regulatory systems
and assist Ministers 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 UK market 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

measure of the beneficial effect of the medicine on patients.

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

* publishing quality standards for drug substances through
the British Pharmacopoeia.

Structure
The MCA 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 on whether the product should be granted a market-
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 Division moni-
torsthem asused in everyday practice to identify previously
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unrecognised or changes in the patterns of their adverse

effects. Changes, if necessary, are then made to the market-

ing authorisation. This Division evaluates over 10 000 vari-
ations made each year to marketing 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-Licensing Division 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 and benefits of medicines 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 from many different sources is used for phar-
macovigilance including spontaneous adverse drug reac-
tion (ADR) reporting schemes, clinical and epidemiological
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 are maintained. 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.

The GCP Compliance Unit is part of the Inspection Group
within the Inspection and Enforcement Division. The ICH
Note for Guidance on Good Clinical Practice (CPMP/
ICH/135/95)°, 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.

GCPinspectorsassess compliance with the requirements
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 inspections are co-ordinated by the EMEA (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 Act'®

The Medicines Commission

The Medicines Commission was established in 1968 with
functions assigned to it by, or under, the Medicines Act 1968.
Members are appointed by Ministers. Its most important
roles are to advise Ministers on matters relating to medici-
nal products including the membership and functioning of
such committees as the Committee on Safety of Medicines
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 the UK Licensing Authority (Government Health Min-
isters) on the quality, efficacy and safety of medicines in
order to ensure that appropriate public health standards
are met and maintained.
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

a marketing authorisation. These responsibilities require
close collaboration with the MCA's Licensing Division.

* To monitor the safety of marketed medicines, in close as-
sociation with the MCA’s Post-Licensing Division to en-
sure that medicines meet acceptable standards of safety
and efficacy.

Regulatory approval

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 certificate of supplier’s exemption, submitting detailed
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.

Thefinal approval covered arange of trials using the same
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, and project to be undertaken. The scheme supports
electronic submissions.



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).

The CTXis valid for 3 years and may be renewed or varied.

Apart from the requirement for certification by a regis-
tered medical practitioner, other conditions of the exemp-
tion are that the Company undertakes to inform MCA 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 in manufacture 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) the name and structure of the product, its pharmaceu-
tical form, the product licence number if applicable,
route, dose and duration of administration

(iv) details ofthe proposed trial, its aim, design, indication,
patient details, duration of trial.

The practitioner (consultant in charge for hospital-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 who manufactured 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 from within the UK, 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 the practitioner agrees that all serious or un-
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 trial must be undertaken on the
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initiative of the doctor or dentist and without 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
prefixed MF8000 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 a practitioner may carry out 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 unlicensed medicine 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.



30

Manual for Research Ethics Committees

Ethics Committee Approval

Itis one of the basic principles of the Declaration of Helsinki
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
be developed and assessed 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 guidelines'? which describe
the pre-clinical laboratory testing required as part of the
drug development process. The standards of Good Labo-
ratory Practice'® 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 to be carried out investi-
gate genotoxicity (toxic effect on genetic material), 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 the drug development process there may be are-
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.!

In the UK at present regulatory notification/approval is
not required for this type of study. The provisions of the
Directive will require all such studies to be notified in future.
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 studies may be performed and risk-benefit
ratios must 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.



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. This may be important because it may be 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
performed during PhasesIto III. The UK Medicines Control
Agency is the licensing authority which provides the expert
assessors for non-biotechnological products. The products
of biotechnology are assessed by the European Medicines
Evaluation Agency.

Phase IV - Further studies after marketing
authorisation

Phase IV studies may be run by, or in collaboration with, 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 studies'®.

Studies within the marketing authorisation, in the same
indication and at the same dose, do not require regula-
tory notification/authorisation. Under the Directive, if such
studies are non-interventional in terms of the definition
provided, they may fall outside the mandatory 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.
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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.

UK Medicines 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 the Clinical Trial Directive, the definition of a clinical
trial is wider (see the section Current Legislation of this
article).

What is a medicinal product?

‘A substance which is administered to human beings. . . for
amedicinal purpose’ (Medicines Act 1968)
Medicinal purposes are listed as:
* treating or preventing disease
* diagnosing
* contraception
* anaesthesia.

NB This definition does notinclude products when 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 good manufacturing prac-
tice (GMP) and that they should be used in accordance with
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
POM products 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

CRF
Cv
DDX
EEC
EU
EFPIA

EMEA

FDA
GCP

GSL
GLP

GMP
ICH

IEC
IB
JPMA

MCA
MHW

MS
P

Phase I
Phase II
Phase II1
Phase IV

PhRMA

Pre Clinical

Committee for Proprietary Medicinal
Products

Case report (record) form

Curriculum vitae

Doctor’s and Dentist’s Exemption
European Economic Community
European Union

European Federation of Pharmaceutical
Industries’ Associations

European Medicines Evaluation Agency
Food and Drug Administration (USA)

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.

General Sale List — sale without pharmacy
or medical supervision

Good laboratory practice

Good manufacturing practice
International conference on
harmonisation of technical requirements
for registration of pharmaceuticals for
human use

Independent Ethics Committee
Investigator Brochure

Japan Pharmaceutical Manufacturers
Association

Marketing Authorisation

Medicines Control Agency (UK)

Ministry of Health and Welfare Japan

(or IMHW)

Member State (EU)

Pharmacy only — obtainable from a
pharmacy, under pharmacist supervision
First administration to man

First administration to patients
Confirmation of efficacy and safety in
patients

Further studies after marketing
authorisation

Pharmaceutical Research and
Manufacturers of America
Animal/Laboratory work



POM Prescription Only — must be prescribed by

a doctor or dentist

SAE  Serious adverse event
SAR  Serious adverse reaction
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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 arandom 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’). Therate
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.
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Case-control studies are good for studying outcomes that
arerare, 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. Thisisnotassimple 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
mustnotsimply 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.
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Design of a case-control study
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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 thatitis 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 differentroute 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.

Ssample 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) howsubtle 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.

Itis frequently the building block on which RCTs, or other
studies, are based.

Itis 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).
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Social survey research

What is social survey research?

Crispin Jenkinson
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How are surveys conducted?

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-
als on the doorstep or they may conduct interviews over the
telephone. All of these methods of information gathering
can be used to gain a structured and systematic set of data,
and, this, in essence, is the major feature of the social survey.
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.

This document outlines the purpose of surveys, how they
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.

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, such as ‘all people in Oxford attending 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
tobeinatthe time of the callandlesslikely to believe the call
to be malicious. Providing the respondent with a telephone
number to call backis also desirable. 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 should not be called back. Telephone interviews
are costly and time consuming. Furthermore, they are re-
stricted to those who own telephones and as such arandom
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
isan example of this sort of research. However, the census s
sent to every household in the country. Itis rare for an entire
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-
derstanding of questions thatarespondent may experience
canrarely be explained. This maylead to inaccurate or mis-
leading answers.

If necessary, gain a sample of the population

For the most part, the purpose of survey research is to make
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 samples are not representative, itisnot pos-
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.

In order for samples to be accurate representations of 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-
erswho own a car, but not in England (they may have one 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 alarge 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



information on mobility, emotional state, social function-
ing, pain, etc. However, the way in which questions are
phrased, the time scale addressed, and the length and com-
plexity of measures differ enormously. Researchers must
clearly state why they have chosen a particular measure in
preference to others. Inappropriate measures may produce
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 the question is repeated with a gap of only a few days
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
questionnaires have notbeen designed for usein 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
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causal, butforsuch a claim to be made amore experimental
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, such statistical analysis of data can cloud
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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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 as with quantitative research methods, there are differ-
ences and disagreements within the family. However the
common denominator of the qualitative approach to so-
cial research is a focus on meaning, and on the social world
as made up of systems of meaning. For example, one good
account of qualitative methods, which highlights their dis-
tinctiveness, is that they embody ‘... an approach to the
study of the social world which 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 here we have, if anything, erred on the side
of over-stressing the differences between qualitative and
quantitative approaches.)

Whereas quantitativeresearchers canbe seen as method-
ological cousins of physical scientists such as physicists
and chemists, qualitative researchers are better viewed as
methodological cousins of humanities scholars such as
historians and biographers. Just as it would be foolish to try
to evaluate the work 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 this mat-
ter serious consideration. Ideally, they should have mem-
bers who are knowledgeable about qualitative research and
have a ‘feel’ for it. If not, they should have ready access to a
group of experienced qualitative assessors.



The distinctiveness 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 some degree) by meanings. A
few moments, 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 and were introduced
to a Roman Catholic, 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
anthropologist might live and work 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
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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, the main research instrument — his or her iden-
tityand point of viewisimplicated in the precise way the
datais collected and analysed. For this reason the qual-
itative researcher must 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
research proposals often look strange to those coming 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 or metaphorical ‘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 the main
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-
estand encourage the respondent to talk freely about what-
ever they choose within these domains. The interview re-
sembles a natural conversation in some respects. 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 for more specific information. But the emphasis
willremain upon eliciting the respondent’s own perspective
and words. 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
range ofresearch approaches and techniques. Furthermore
these techniques can be deployed within different styles of
research. For example, in research traditions where 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 within more 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 studying what might be

labelled as ‘tribes’, cultures, settings or fields, and ‘voices’.

For example:

1 Understanding institutional and professional groups —in
order to understand change (orits absence) within health
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 such matters 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 on mea-
surement they both also depend heavily on qualitative
research (both as a preliminary to, and as a complement
to, the use of measurement).

4 Biographyand health. The study of individual and collec-
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 way without 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
itisbad research, then talk of its relevance and usefulness is
surely misplaced. This is certainly true. However, it is wrong
to automatically label all qualitative research as somehow
‘falling short’, and those who do so are eitherignorantabout
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-
tion we will say something more 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



to be useful except in one specific and irrelevant respect.
Quantitative research aims to achieve statistical generalis-
ability, but qualitative research does not. 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
pertain across the population which the sample 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 some more 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 factors which 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
does not mean that the study is useless. It may be of 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) thereby suggest, perhaps neglected, issues and domains
of concern which managers and medical 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
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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
takinginto account, as far as possible within the constraints
of their study, the diversity and complexity of the field. In
practice this means that qualitative sampling can seem odd
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
researcher may well search for some highly 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 concerned with 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’ discussed above. Furthermore qual-
itative research does not aim for a position of ‘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 researchers would not take it seriously as
amodelfor social research —given that both researched and
researchers are necessarily within culture. However quali-
tative research is perfectly capable of ‘objectivity’ in other
senses. Indeed in all of the important respects in which 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 and balance a range of perspectives 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, as we have stressed throughout, itis also
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 research process. Assessors must un-
derstand and respect this fact. However, researchers cannot
expect assessors to endorse a vague, undifferentiated and
purely open-ended proposal. Assessors who have arespon-
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 to make
informed judgements about the scope and conditions of
permissions to be sought and when, and under what cir-
cumstances, the research team would need to seek further
permissions. As a minimum, assessors should expect to see
an account of:

(i) The aims and expected outcomes of the study
(i) 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.
Someofthe more specific things an experienced qualitative
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 same field is viewed (and compared) from different
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 and argumentative literature. How-
ever they should also be able to provide an accessible and
thoughtful account of their purposes and practices. It is
quitelikely that despite the merits of 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
partin 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,



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 the proposed research and the higher the risks of harm,
the more the researcher needs to provide a justification for
their study and to set out convincing safeguards for the
participants’ well-being.

The procedures and paperwork 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-
search proposal which 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 and manage 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
obviously mostimportant that researchers do not con-
fuse the fact that participants value the experience of
research with its beneficence. They must, for example,
also consider the impact of the research process being
‘withdrawn.

(iii) Whereitseemsappropriate, have theresearchersgiven
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-

knowledgement of the importance of potential 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,
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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. We will 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 from any other 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 small minority of staff (even ignoring
patients in this instance) object to your presence on the
ward, is that enough to rule out that ward? This is obviously
a tricky area. How often do you need to confirm consent
and with whom? How much 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 there are no easy answers here; it is ultimately
amatter of careful practical judgement based upon explicit
argument and principles.

Confidentiality

(a) Tt 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
should notbe published which identify the institution orin-
dividuals within it. This sometimes means being prepared
to carefully ‘disguise’ the settingin question (and this would
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typically be made explicit). Even so, where there are a com-
paratively small number of possible settings hiding identi-
tiesisbynomeans easy. (Imagine aLondonbased academic
who has found time to research the hospital management
practices at a ‘large’ metropolitan teaching hospital - many
people could make good informed guesses about where 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 they can ‘offer’, (ii) be scrupulous about protect-
ing those who want confidentiality, (iii) set higher thresh-
olds for what goes into publications compared with ‘inter-
nal’ reports for the research team or institution in question.

(b) Qualitative researchers will normally collect large
quantities of data that might, in other circumstances, bere-
garded as ‘gossip’. That is to say they will 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.). Itis clearly essential thatresearchers take care
to protect the interest in privacy of these other people. The
fact that they may not themselves be research participants
should make no difference.

Assessors should expect researchers to set out their prac-
ticalapproach to theseissues of consent and confidentiality
in ‘social spaces’, and the rationale for their approach.

Implications for Research Ethics Committees

RECs must ensure that they either have members who have
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) Tomake sure that certain aspects of qualitative 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) Tomake sure that certain aspects of qualitative 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
studies are potentially highly invasive socially and emo-
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.



A very sensitive and sensible evaluation of the strengths and weak-
nesses of qualitative and quantitative research methods.

Creswell, J.W. (1998). Qualitative Inquiry and Research Design: 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, and case study. A glaring
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 Trisha Greenhalgh, pp. 247-265) illustrate why 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 establish parallels for reliability and validity criteria within
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 research methods 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

Along but plain speaking and thorough overview of qualitative meth-
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.

Afantastic resource book. Beyond compare as a first-resort when con-
ducting ‘real-world’ research using more orless any methodology. Has
one chapter on ‘the analysis of qualitative data.’ An appendix contains
a (nowslightly out of date) statement of the British Psychological Soci-
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
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straightforward and practical approach as the rest of the book and is
highly recommended for interested LREC members.

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). Discourse and Social Psychology: 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 and behaviour 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 this without reference to anything beyond
(interpretations of) the text at their disposal.

Grounded theory
Strauss, A.L. (1987). Qualitative Analysis for Social Scientists. 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 the main methodological rules of thumb by which
grounded theorists attempt to generate theory from data, 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 those who prefer more 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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Bryman, A. & Cramer, D. (2001). Quantitative data analysis with SPSS
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search (New techniques for social research). Sage Publications. ISBN:
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Complementary and alternative medicine:
challenges for research ethics committees

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)
and arecent Reportby the House of Lords Select Committee
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-
wards CAM approaches, doctors are increasingly interested
in the potential benefits CAM may 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 CAM practi-
tioners are not medically qualified, although growing num-
bers of doctors, nurses, midwives and physiotherapists also
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

Julie Stone

Department of Human Science and Medical Ethics, Barts and The London,
Queen Mary's School of Medicine and Dentistry, London, UK

be evidenced by greater access to CAM treatments avail-
able through the NHS. 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 Complementary Medicine’s CISCOM
database contains nearly 70 000 CAM references, includ-
ing over 5000 randomised control trials (RCTs). Certainly,
there have been concerns about the methodological rigour
of much CAM research which has been conducted in the
past. Systematic reviews have concluded that larger, well-
designed studies are necessary before making authoritative
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 CAM practi-
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 are not interested in exploring explanatory mod-
els for their therapy. Some CAM practitioners, coming to
healing from a non-scientific background, are concerned
that the entire framework underpinning medical research
isbased on the predominating biomedical paradigm which
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
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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
as abasis for integration, since providers need evidence not
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) Integrationwillbeintoanincreasinglyevidence-based
culture and this will require a stronger research base
for CAM than currently exists.

(ii) Integrationintoadominantbiomedical paradigm pre-
supposes that the research will be comparable in stan-
dard and design to scientific research of allopathic
treatments.

(iii) Integration of CAM willbe into an already cash-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 ways which may make research difficult:

* Holistic relationships rely on highly individualised meth-
ods of treatment and prescribing, which varyaccording to
the individual, rather than being based on the presenting
symptom. The effect of this is that product-based thera-
pies (such as homoeopathy and herbalism) 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
the major sources of research funding, although the main
medical research charities are demonstrating increasing
interest in this area.

There has been publication and reviewer bias against
CAMresearch in the past, with many mainstream medical
journals being unwilling to publish what 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?

Vincentand Furnham (1997) identify five key areas for CAM
research. Thesewill be of varyingimportance dependingon
the developmental stage of a therapy and what research has
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?



(iii) Isthiseffect primarily, or even partly, due to the specific
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-
propriate mechanism for evaluating CAM. Accordingly, the
onus lies on CAM 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 outcome measures 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 placebo may not be possible, appropriate or
desirable. Much debate exists, for example, over the use
of ‘sham’ acupuncture as a placebo, since even superficial
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.
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* 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
CAM applications in the coming months and years, so need
to be aware of the particular issues that CAM research
raises. The main problem which is likely to beset CAM
research is that LREC/MREC members may know verylittle
about CAM therapeutics. This, together with the medically
dominated constitution of most ethics committees may
lead to scepticism about CAM applications. Ethics com-
mittees should not dismiss or trivialise applications merely
because they have little belief in, or experience of, non-
conventional approaches to health and healing, or because
they remain unconvinced as to the value of qualitative re-
search.The duty of RECs is to protect research participants
from harm and to promote ethically 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 CAM applica-
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 facilitating wider health 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.!
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).?

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

2 Available at http:/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) inthe NHS, and sets out the responsibilities of RECs,
researchers and sponsors vis-a-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, are more 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 through NHS 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 is mistaken, 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.

» The same operational standards apply to student projects
as to any other research.

* The supervisor of the student’s work has the role of
SpOonSsor.

* 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 signed CV of the supervisor should be submitted with 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
degree of responsibility falling on the student varies accord-
ingto their experience and qualifications to carry out there-
search; the more inexperienced the student, the greater the
responsibility falling on the supervisor and host institution
to ensure that the research is carried out effectively and eth-
ically. In practice, this will mean tailoring research projects
to the student’s ability and experience, both to achieve sat-
isfactory educational goals and to minimise the risk ofharm
to participants. But it will also require certain duties from
supervisors and educational institutions.

Atsection 9.8, GAFREC makes it clear that research which
merely duplicates existing knowledge or is methodologi-
cally inadequate is unethical. This implies that students
should demonstrate that the project they wish to undertake
is innovative. At 9.13a, it states that the proposal for review
must establish that the proposed methods and resources
requested are appropriate to the question at hand, the ethi-
calstandards required, and the completion of the projectin
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 research method 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



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, research methods), the responsibil-
ity remains shared with the supervisor, sponsor and host
institution.

All students carrying out research are obliged to main-
tain the same high ethical standards as their seniors. This
applies to consent, information, risk control and proper

technique. In particular, where the student is carrying out
research on other students, care must 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
stock of human knowledge, but rather to contribute to their
training, and the stock of social good is advanced by adding
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 far more ‘educational’ than ‘scientific’ in
nature, and look on educational projects sympathetically;
but GAFREC makes it clear that formally no special case is
to be made, and indeed higher governance standards are
required.
In mosteducational institutions, students working under
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
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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 appropriate management and monitoring 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 supervisor will 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
the supervisor will be responsible for sendinga copy of 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 the working conditions and expectations
for student research assistantships, work experience, part
time work, and ‘elective’ projects (particularly for medical
students).

REC review of student projects

GAFRECdoesnotmake reviewing student projects easier or
morelenient. However it does structure the process, in such
away as to make it clearer what kinds of project are accept-
able from students. By casting matters in terms of quality
and ethical standards, it becomes clearer what work we can
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
lesslikely to be submitted, while others become more 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 Research Gover-
nance Framework. This kind of 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, on consideration of the strict time standards now
imposed on REC review (on receipt of a valid application,
the REC mustreportwithin 60 days), itis clear that RECs will
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 the broad reach of the NHS to be reviewed,
and how is this requirement to be enforced? Are standards
for research methodology 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 research methods
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 are much
greater than before. Given that protection of 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

Introduction: what is genetic research?

New scientific work in human genetics and the increasing
use oflarge-scale genetic databases mayrequire new think-
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:

« geneticresearch could lead to discrimination 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

Ruth Chadwick

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

« 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

« thescientificcommunity maynotengage adequately with
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 the part 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

57



58

Manual for Research Ethics Committees

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

The doctrine of informed consent claims that research par-
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’ understanding of genetic research and 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 require explicit detail of exactlywhat conditions
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-
ingtheresearchresults available may or may notinclude an
offer of post-research testing and counselling to research
participants (cf. Clarke et al., 2001).



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 and germline therapy, this dis-
tinction has been challenged on both practical and moral
grounds. Somatic gene therapy affects only the body cells of
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 this will lead to a therapy. There are
research ethics issues associated both with piloting testing
for the genetic factor in question and with 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
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hypotheses. Although this kind of research may not involve
human research participants directly, the results may still
have relevance or ethical implications for them.
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Research or audit?
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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

* 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.
The patients are allowed to choose freely which treatment
they get.
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Randomised controlled trials

Arandomised controlled trial is the standard method for as-
sessing a new treatment or procedure. Such trials provide
a more definitive answer than observational studies about
differences between groups. To assess whether 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 any way. We can
neverrule out confoundingas an explanation for any differ-
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.

The design ofan RCT is vital in ensuring that the observed
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 to the two groupsis donerandomly. However, there
are many more 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.

Hazel Inskip' and Richard W. Morris?

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

Each patient is allocated randomly to his/her first treat-
ment. Usually a ‘wash-out’ period between 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 outcome measure 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.
Theycanonlybeusedeasilyifthereisadefined end-point
for each person. This might be death or recurrence of dis-
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
patient may 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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The general preferred method of randomisation is to pre-
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.

Patients are usually 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 there may 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 is mainly 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 treatment may 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 conditions may be 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-
mentmay then be very difficult. 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 130 mmHg and a body mass index between 20 and
24 kg/m? is unlikely to be very helpful in routine medical
practice.

Arelated problem is whether the patients will 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)

Ideally neither the patient nor the person assessing the out-
come of the treatment knows which treatment the patient
hasreceived. Thisisknown as a double-blind study. A single
blind study is where either the patient or the person assess-
ing the outcome knows the treatment. For drug 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 someone who was notinvolved in treating the patient to
assess howwell he/she has done on the treatment — though
of course the patient may mention which treatment he/she
hasreceived. As far as possible the study should 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
(CONSsolidated Standards Of Reporting Trials) statement to
be provided when reporting an RCT. The reference is given
below, with the web address that provides full details of
each point of the statement. Those describing the methods
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?



(i) Are the eligibility criteria such that the study can be
generalised to areasonable section of the general pop-
ulation?

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

Publication bias

As the synthesis of research evidence on particular medical
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 problem of 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
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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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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
large effectfoundin asmall trialmaymake afurther trial un-
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 ‘elative’ or ‘ratio’ in the name). All these
ratios can be interpreted in much the same way, for
example:
aratioof 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 therapyis 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
capable of detecting an average reduction in blood pressure
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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Power of the study to detect a difference

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 quote P< 0.05. Smaller P-values mean that the
findingsare evenlesslikely tobe dueto chance, e.g. P<0.001
(less than 1 in 1000).

Power is also a probability. It is the probability that we will
be able to detect an important difference if it is really there.
When a study misses a difference, or effect, which is actually
present, this is a Type Il 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
toit.

Study findings

Difference found  Difference not found

‘Truth’  Real difference Correct

No difference

Type II error

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 detectareduction of 5mmHgin 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 NO, 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, muchlargernumbers areneeded to take
accountof 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:

» amean difference of 5 mmHg (95%CI: 2.4-7.6) in systolic
blood pressure

» adifference 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

This chapter tries to provide awaybywhich research partic-
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 judgement made 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
outresearch means that the outcome is not known and thus
potential benefits and risks not known. If they were clear,
the procedure, treatment, intervention, would be 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,

itis 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 the drugitself, the dose, the condition of the patient,

and many others. Probability is at the heart of this and while

itis 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

Kenneth Calman

University of Durham, UK

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 process which would be without any risk, no matter 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 the most 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 outcome of the project may
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
group of patients. This has been with 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

While many of the risks relate to the physical consequences,
there are other possible risks and they are discussed here.

Risk of physical damage

This is the commonest group of risks to be discussed. These
will depend on the procedure or 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 there may 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 be made 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.



Absorbed radiation in patient and volunteer studies submitted
to the ethical committee: a memorandum

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.'?

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 ).'®
The lifespan shortening on a population basis associated
with medical X-ray is 6 days, of which the nuclear medicine
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.'®

Keith Britton and Rosemary Foley

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

The lonising Radiation Regulations 1999 and the
approved code of practice

The Ionising Radiation Regulations 1999 (IRR99)° 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, in a period of 5 consecutive years with the proviso that
amaximum dose of 50 mSv can be received in one calendar
year. In order for occupationally exposed workers to avoid
‘classification’, the annual limit should be kept below 6 mSv.
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.® The training and
requirements for carrying out a procedure involving ionis-
ing radiation are set out in the Ionising Radiation (Medical
Exposure) Regulations 2000.

It is normal nuclear medicine practice to relate the
absorbed radiation dose from the nuclear medicine pro-
cedures to that of the same organ undergoing an X-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-
allyrealised that therisks from the injected chemical exceed
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: 1in 40 000 7
Reaction to routinely used water soluble
intravenous contrast materials: 1in15 7
1in6 8
Reaction to radiopharmaceutical
injections: 1in 2500 9
Reaction to penicillin 1in 10 10

The risks from the injection of contrast media 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, the question is how to convey 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

Theradiation sensitivity of the fertilised ovumis of the same
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 sound!! and not directly applicable to nuclear
medicine procedures.'?

Women who are pregnant are most sensitive to radiation
to the foetus during the period of organogenesis, which oc-
curs between weeks 7 and 17 of the pregnancy. No pregnant
patient, or any patient who is uncertain as to whether or
not she is pregnant, should normally be considered for a
research study thatinvolves the use ofionising radiation. In
practice, the risk to a patient found to be pregnant follow-
ing the study, where the effective absorbed dose to the ab-
domen was 0.5 mSv, would only give aone in 100 000 chance
of damage to the foetus. If the effective dose was 5 mSy, the
risk would be increased to one in 10000. This compares
with the ‘natural’ risk of a congenital abnormality occurring
in a delivered baby of 1 in 40. The abdomen of a pregnant
person should not receive an effective dose of more than
1mSvduring the declared term of pregnancy. The dose 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
avoid classification, 4 mSv during the 3-month period.> 346

Consent forms

We propose that, for investigations involving an absorbed
radiation dose ofless than 1 mSy, the phrase on the Consent
Form is:

the study involves administration of (X-rays)/(a tiny amount of
radioactivity) at a level considered to be of negligible risk for mem-
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 Effective Dose in mSv should be stated for
each study that involves the diagnostic use of X-rays or of
anuclear medicine procedure.

Postscript

Current absorbed radiation dose assessment is based on
the assumption that all radiation, however low, represents
arisk and that no radiation represents no risk. Such an ar-
gumentwould notapplyto any other physical environment
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
radiation'® 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.!*

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.!®

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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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 radioactive medic-
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
Health Ministers receive advice from ARSAC relevant to the
granting of certificates. The Health Ministers define the du-
ration, and conditions for renewal, of a certificate and may
suspend, revoke or vary a certificate.
The Medicines (Radioactive Substances) Order 1978 reg-
ulates specifically the administration of Radioactive Medic-
inal Products (RMPs), which are defined as medicinal prod-
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 one or more of the three following reasons:
(@) 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 certification must 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.
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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
Lifetime risk of cancer
Effective Hereditary Total Fatal Total
Examination dose (mSv) CXRs NBR*“ Fatal ’ Non-fatal’ effects’ detriment ? cancer! Detriment”
CXR 0.02 1 3d 0.012 0.008 0.001 0.021 0.01 0.02
SXR 0.1 5 2w 0.06 0.04 0.01 0.11 0.05 0.09
Pelvis 1.0 50 6m 0.6 0.4 0.1 1.1 0.5 0.9
Abdomen 1.5 75 9m 0.9 0.6 0.1 1.6 0.75 1.3
L Spine 2.4 120 14m 1.4 0.9 0.2 2.5 1.02 2.1
VU 4.6 230 25y 2.7 1.8 0.4 4.9 2.3 4.1
Ba meal 5.0 250 25y 3.0 2.0 0.5 5.5 2.5 4.5
Ba enema 9.0 450 4.5y 4.5 3.0 0.9 8.4 4.5 8.0
CT head 2.0 100 ly 1.2 0.8 0.2 2.2 1.0 1.8
CT chest 9.0 450 4.5y 5.3 3.6 0.9 9.8 4.5 8.0
CT abdomen 12.0 600 6y 7.1 4.8 1.2 13.1 6.0 10.7
CT pelvis 10.0 500 5y 5.9 4.0 1.0 10.9 5.0 8.9
CT chest/abdo 20.0 1000 10y 11.8 7.9 2.0 21.7 10.0 17.8
CT abdo/pelvis 17.0 850 8.5y 10.0 6.7 1.7 18.4 8.5 15.1
CT chest/abdo/ 26.0 1300 13y 15.3 10.3 2.6 28.2 13.0 23.1
pelvis
Kidney scan 0.7 35 4m 0.4 0.3 0.07 0.77 0.4 0.6
Lung perfusion scan 1.2 60 7m 0.7 0.5 0.1 1.3 0.6 1.1
Bone scan 3.8 190 1.8y 2.2 1.5 0.3 4.0 1.8 3.1
Brain perfusion 6.9 350 35y 4.1 2.7 0.7 7.5 3.5 6.1
scan
Heart perfusion 18.0 900 9y 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.

@ Natural background radiation.

bIncludes fatal cancer, non-fatal cancer and severe hereditary risks.
Sources:

! 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

Age Wherever 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 Tt 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 lonising 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 exposure might 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(IME)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
medicine procedures. Regulation 7(4)(c) requires dose con-
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

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
good achieved by better medical 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 the NHS indemnity for clinical trials involving NHS
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

Janet Jeffs! and Richard Mayon-White?

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

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
run by the NHSLA. Claims arising from incidents occurring
before ahospital became a trust are the responsibility of the
health authority which managed 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) anydrugsused have productlicences or exemption cer-
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 the Department of Health and has 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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Possible routes for compensation for patient or volunteer injured either on NHS premises, in the

community or elsewhere.

Was the patient a volunteer participating in a clinical research investigation?

v

v

Yes

v

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

v

No
v

HA negligence caused injury?

Is it alleged that the NHS Trust or

v
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Is the University
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4
No
Yes

v 3

Is the sponsoring company
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require full MDO
cover
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v
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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
NHS body and the investigators, provided that the protocol
is followed. The Association of the British Pharmaceutical
Industry (ABPI) has a code of practice, which gives standard
terms for this indemnity.

Investigators should be careful about three points.
(a) The drug companyindemnity form is correctly worded,
signed and dated. Otherwise the medical investigators
may find that their subjects, who are their patients,
have alegal tangle in getting compensation which they
would get easily if the contracthad been correctin every
detail.
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-
ing common practice for the patientinformation sheets
prepared by drug companies for trials to tell the subjects
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.
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 company without a British base, or with 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.

g

-

(c

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)
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Medical defence organisations

General practitioners engaged in research outside hospi-
tals do not have cover from the NHS scheme, because they
areindependent contractors notemployees. They, and doc-
torsin private hospital practice, use medical defence organ-
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
‘grey areas’ where work is done outside the doctor’s terms of
employment - an example not from medical 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. Doctors who are paid by drug 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, ifharm does 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 injury was caused by medical research, and all

the main routes to compensation have failed, there is one
source left to try: the Samuel Hanson Rowbotham Fund,
administered by the Registrar to the University of Birming-
ham, Edgbaston, Birmingham B15 2TT.



The prevention and management of fraud and misconduct:
the role of the LREC

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 and may 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
Royal College of Physicians in Edinburgh in 1999, a number
of definitions of misconduct were discussed. Research mis-
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

Jennifer Blunt' and Frank Wells?
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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
research misconduct. 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, adding missing data and publishingfalsere-
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
committee approval, forging patient signatures, fabricating
clinical results, inventing pathology laboratory data, com-
pleting diary cards as if by a patient, dividing blood samples
from one patient into several aliquots purportedly from
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different patients and taking lengthy electrocardiogram
tracings, which are then divided into convenient strips pur-
portedlyrecorded at different times or on different patients.
Clearly, this list of examples, all of which have been seen
recently, isnot comprehensive, butitdemonstrates that pa-
tients are exploited, sponsors are defrauded and fraudulent
scienceis published. Itis one of the tasks of aresearch ethics
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. Fraud occurs when the doctor or 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 they cannot afford to be lazy, and may have to spend an
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
disease patterns and workload, 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
(CPMB 1991; European Commission, 1996), the volume of
research being conducted by 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
toensure thatonlyreliable investigators are recruited: 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.

Itistheoretically possible thatlocal investigators could be
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 the most appropriate way to assess ethical suit-
ability (Blunt, 2001); both Research Ethics Committees and
investigators may, in time, become complacent about the
research capabilities of an approved investigator.

Consent

The process by which 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 subjects must be given full informa-
tion which is clearly expressed and does not contain details
that could mislead. Model patient information sheets (PIS)
are now available. There must be protection of patient data
inline with the Data Protection Act 1998, with particular 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).



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-
vestigating a case of suspected fraud. Time and again, 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 of miscon-
duct, are not uncommon. RECs are, however, advisory
bodies and have no 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 is probable that the research governance pro-
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, and may 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 pursue matters
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
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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-
sation outside the ethics committee. If research ethics com-
mittees carry out these roles comprehensively, they will
provide an environment in which it is more difficult for re-
search misconductto occur, and will clearly be demonstrat-
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

© 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 Il 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 Il 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 trials are the link between basiclaboratory 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.

Many medical advances have been possible onlybecause
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. The ethics committee works independently of 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



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-upsandblood tests, toseeif the treatment
isworking. The researchers will keep a careful record of your
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
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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
forlaboratorytests. Most tests justrequire drawing ofblood,
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 orliquid that maylook 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-
mation sheets for research participants, includingMedical Research and
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;
(i) 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 the procedure 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 a medical

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 to make a decision’ This inability would occur when
the patient could not fulfil the tasks required in the first 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.
Inrelation to medical research, it is likely that a child would
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
treatment may be obtained from a person with 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 considered below. For recent case-law on parental
consent to medical treatment see especially Re T (A Minor)
(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, mothers have parental responsibility automatically, but
a father who is not married to the mother will only have
parental responsibility for a child if he has made a parental
responsibility agreement with the mother, or obtained a
court order granting him responsibility. Local authorities
obtain parental responsibility for a child who is subject to a
Care Order, but not if the child is merely 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, while acompetent child may consent to medical 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 to medical treatment,
itis 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 the medical procedure (Sidaway v. Bethlem Royal
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 a battery action. It consists of the duty to pro-
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.
Traditionally understood, what thisamounts tois that the
doctor must volunteer to his patient all information which
areasonable doctor would provide havingregard to the par-
ticular circumstances of the patient. In general, adoctor will
satisfy this requirement if he or she responsibly exercises
his or her clinical judgement in determining what 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-
formed decision whether to consent to the treatment or not
thatadoctor who fails to provide it would be in breach ofhis
legal duty to the patient (Sidaway v. Bethlem Royal Hospital
[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 one having alogical basis in which medical professionals



have directed their minds to comparative risks and benefits
to reach a ‘defensible’ conclusion on the matter.) In Pearce
Lord Woolf M.R. held that ‘if there is a significant risk which
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
thatto provide the information requested would be demon-
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 in mind when 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
generalisable nature) and non-therapeuticresearch (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. Thelawin this areais untested because there
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 is more problematic. A child aged between
16 and 18 may be competent to give a valid consent to
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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 the Gillick 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’s obligation to inform an individual in broad terms
ofthe nature and purpose of the procedure would go further
in cases of therapeutic or non-therapeutic research. In ad-
dition to the matters referred to above in the case of medical
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-
unteer be informed that, for example, they may withdraw at
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’s duty of care would require disclosure to anin-
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 to make a fullyinformed decision of whether 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
therapeuticresearch, thelawis unlikely to accept thatinfor-
mation may be withheld from a patient 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 to which the law permits 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
Research Council and the medical royal colleges to keep up 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



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
upon an incompetent adult, the lawwould accept 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 to waive the doctor’s duty and hence 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
the small physicalrisks to her (Re Y[1996]). While this allows
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, dental or psychological research
shall be carried outon anyadultwhoisincapableinrelation
to a decision about participation in the research unless re-
search of a similar nature cannot be carried out on an adult
whoiscapableinrelationtosuchadecision.Inaddition, itis
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
care given during hisincapacity to the adult which relates to
that incapacity. Finally, it is necessary to demonstrate that:
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(a) the research is likely to produce real and direct benefit
to the adult;

(b) the adult does notindicate 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 the other circumstances or conditions mentioned

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], Ward L.J. confirmed that parental
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 proxy may consent
to the child being placed in a randomised trial even though
the doctor’s duty to the child may 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.

Itis essential that the proxy should be fully informed of all
relevantinformation pertaining 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 example when dealing with 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 research must 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 Sv S
[1970], the House of Lords stated that a child could undergo
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
availableinrelation to the child’s non-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



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
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administration of an anaesthetic) which is ancillary to any treatment
as it applies to that treatment.

(3) Nothing in this section shall be construed as making ineffective any
consent which would have been effective if this section had not been
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 contact Consumers for Ethics in Research
(http://www.ceres.org.uk) or Consumers in NHS Research
(http://www.hfht.org/ConsumersinNHSResearch/).

Information for potential participants should 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

Detailed guidance on whatto write in consentforms andin-
formation leaflets can be obtained elsewhere, for example:

* your local REC

» the Central Office for Research Ethics Committees
(CORECQ) (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 and direct. 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, then youdon't need to give usareason.’ Aless appro-
priate alternative is: ‘You are being invited to participate in
aresearch 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.’



Project details

Give project details under appropriate sub-headings,
which may 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 reasons why the potential participant was
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 and discuss any unusual
or novel interventions.

* Protection: describe the procedure for complaints and
possible compensation for harm caused.

Rights to confidentiality and withdrawal

The Data Protection Act 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 be much more meaningful
if the potential participant is addressed as ‘you’ and the re-
searchers are addressed as ‘we’. For example, ‘If you agree to
take part, then we will put you into one of two groups.” Most
people would be disturbed and confused by: ‘random allo-
cation into control and treatment groups will be performed
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
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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 and without too much punctuation. If more than one
comma or connecting word seem necessary, 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 no need to use conditional language throughout
your document to demonstrate the absence of coercion,
e.g. ‘youwould be’ (cf. Hughes & Foster, 1997, p. I11.23). The
simple present (we are) or future tense (you will) is easier to
understand. For example: ‘We will split you into two groups.
In the first group you take a new medicine that we are test-
ing. In the second group you take the most commonly used
medicine. We need to compare the new and old medicines
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 your main 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 age of about 15. Any piece of 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 corresponding figures for a draft of this chapter
were 54.2, 9.5 and 15%.

Whenyouare preparing information for children (or peo-
plewithlearningdifficulties), readability statistics mayhelp
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 be made into an A5
booklet or split into columns. Line spacing of 1.5 is com-
fortable for most 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 text with many highlighted words 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 textis VERY HARD TO READ quickly; do not use
itin 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



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. This expectation need not be explicitly stated but
may be 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.

Disclosure ofinformation which does notreveal theiden-
tity of aresearch subject, e.g. epidemiological or aggregated
data, is not a breach of the obligation of confidence. This is
even true where anonymised patient information is sold for
research purposes without the patient’s consent (R v De-
partment of Health, 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
Tan Kennedy in 1994. The article was revised and updated by Sabine
Michalowski of the Department of Law, University of Essexin 2001, who
takes responsibility for its current accuracy.

Consent

Disclosure of confidential information is lawful if the pa-
tientconsentstoit. This consent maybe expressed, whether
verbal or in writing, or implied from the circumstances.
Consent may be implied where 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’s consentto the disclosure ofidentifiable patientinfor-
mation can exceptionally be implied where the disclosure
isneeded for research purposes 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; and the patienthasbeen told, orhad access to written
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 law will jealously guard the right
of a patient or healthy volunteer to confidentiality, there
may be circumstances in which this right must 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



general benefit to society of research will suffice (Xv. 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

Disclosure of confidential information will be justified if re-
quired by statute, e.g. Abortion Act 1967 (notify Chief Medi-
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 may make 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 records whether stored electronically or manually.
Disclosure of part or all of the record to the patient may be
withheld where that would be ‘likely to cause serious harm
to the physical or mental 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 topersonal data pursuanttos.7 of the Data Protec-
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
damage or distress to the data 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
the Data Protection (Subject Access Modification) (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.
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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
Schedule 1 to the 1998 Act, personal data shall be processed
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 a way 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
particular protection under Schedule 3 of the Act. However,
such data may be disclosed, for example, in order to protect
vital interests of another person; if it is necessary in con-
nection with legal proceedings; or if it is necessary for the
administration ofjustice. (For a detailed analysis of the Data
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 the child’s capacity to consent to treatment and 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).
The parent mustalwaysactin the child’s ‘bestinterests’ 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 to do so. Thisis amatter of judgment for the doctor,
but his/her decision can be reviewed by the courts if it is
thought that he/she is acting unreasonably.

Asregards 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 itis in the child’s ‘best inter-
ests’ to do so. The same analysis as regards confidentiality
applies to those (arguably rare) cases in which parents may

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 ifitis shown to be 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 tobein the ‘bestinterests’ of anincompetent adult,
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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(B) Vulnerable participants






Research involving vulnerable participants: some ethical issues

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
constitutesminimalriskin the context ofresearch involving
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
series of Advanced Study Days bringing together practition-
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.

Sue Eckstein

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

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
bestserved or protected by the advice of those who have de-
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 they are prepared to involve the child in the process
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
agreementin principle maybe an appropriate step. Itis also
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
byRECmembers and neonatologists, paediatricnurses and
othersinvolved in the care of newbornbabies, itislikely 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
alack 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 ofa
patient’s diagnosis, yet in this area more than others itis felt
thatboth 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
in people with psychiatricillness, butat the same time there
may be a lack of what might be called ‘emotional appreci-
ation’. As Jonathan Glover has noted, in such a case the



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
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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
by people who have limited understanding or experience of
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.

Itis 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
foravariety ofreasons. These reasons mightinclude a char-
acteristic deference to authority, dependence on others,
which maylead 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, geriatricians and gerontologists are quick to point
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
nursinghomes value the contact they have with researchers
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 there are problems associated with inclusion of 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, BM], 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 —notborne 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
symptoms and psychological, social and spiritual problems
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
onlybe excluded fromresearch for the same sorts of 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



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
participationin 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
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similarities between vulnerable groups and also helped to

highlight the relevant differences.
Amongst them were the following.

* Researchers and members of research ethics committees
shouldnotbe over-zealousin the protection of apparently
vulnerable research participants.

* There isa 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-
searchers and members of research ethics committees have
of the difficult issues surrounding research involving peo-
pleinvulnerable 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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Section IV

International research






The ethics of research related to healthcare in
developing countries

Introduction

There are many ethical and social issues raised by devel-
oped countries undertaking or sponsoring clinical 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;
the appropriate standard of 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, inwhich poorhealthisareflection of thelarger

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

Nuffield Council on Bioethics

inequality in resources between developed and developing
countries. Developing countries urgently need research re-
lated to healthcare that addresses their burden of disease. 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-
text of externally sponsored research. Itis 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 sponsors have a duty to recognise the importance
ofnational and local cultures and social systems, values and
beliefs. In addition, external sponsors have an obligation to
educate and train members of the local and national com-
munities in the methods 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
in a particular society, or culture, will be affected by existing
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. The differing conceptions
of what respect for persons entails in many societies in the
developing world and, in some circumstances, the need 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 traditional medicines 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
thelocalsocial and cultural context, while on the other they
need to ensure that their clinical methods reflect the obli-
gations imposed by 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 the members 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 the potential 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.

For consent to be genuine, itmust be freely given. In some
societies it would be considered culturally inappropriate
for researchers to ask individuals to participate in research
without consulting the community or receiving permission
from community 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 and may 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 who wish
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
must not enrol such individuals and have a duty to facilitate
their non-participation.



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 alternative means 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.

There are circumstances in which, while genuine consent
to research can be obtained, it may be inappropriate to ask
participants in research to sign consent forms, no matter
how well 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
prospective participant to ‘sign’ a written consent form that
they are unable to read. In such circumstances other means
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 forms must be designed to assist participants to make
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 itis 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
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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 research may be conducted. Instead,
the circumstances in which the research will 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:

« theappropriate research design(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;

the existence of auniversal standard of care for the disease
or condition in question and the quality 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 in which it is clear
that, even if there were an agreed universal standard of 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
care would have little relevance to the country in which 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-
sored research in developing countries should receive 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 can be implemented within 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 committees must also be satis-
fied that appropriate scientific review of research has 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 the establishment, funding and proper operation of
independent national research ethics committees should
be the responsibility of national governments. No research
should be conducted without review at the national 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 review without compromising the
independence of the research ethics committee and should
beresponsible for meeting the costs of reviewing externally
sponsored research.

In order to ensure that acceptable ethical standards are
observed in externally sponsored research, research should
be approved through a system of ethical review of research
in both the host and the sponsoring country. As regards the
latter, if a sponsor provides funding, it must have the means
of ensuring that the funds are being used in a manner that
is ethically acceptable. However, the country in which the
research is to be conducted must also be satisfied about the
ethical acceptability of theresearch.Itisrecommended that
externally sponsored research projects should be 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



is ethically unacceptable. In general, it is the responsibility
of governments and not researchers or sponsors to deter-
minethelevel ofhealthcare and therange of treatments and
medicines that are provided to populations. Itisrecognised
thatsponsorsarerarelyin aposition to agree to open-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
control groupinatrial, all of the participantsin 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
committees as partof any research protocol before research
relating to healthcare involving the testing of new 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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Fundamental legal and ethical considerations






Ethical principles for medical 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
WMA General Assembly, Somerset West, Republic of South
Africa, October 1996 and the 52" WMA General Assembly,
Edinburgh, Scotland, October 2000

A Introduction

—

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 Itis 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-
cianshallact onlyin the patient’s interest when providing
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.

(© 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
the aetiology and pathogenesis of disease. Even the best
proven prophylactic, diagnostic, and therapeutic meth-
ods must 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 those who may be 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 thelife, health, privacy, and dignity ofthehuman
subject.
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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 research must be respected.

13 The design and performance of each experimental
procedure involving human subjects should be clearly
formulated in an experimental protocol. This protocol
should be submitted for consideration, comment, guid-
ance, and where appropriate, approval to a specially
appointed ethical review committee, which must 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 the participation of healthy volunteers in med-
icalresearch. The design ofall studies should be publicly
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 involving human subjects should only
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 Therightofresearch subjects to safeguard theirintegrity
must always be respected. Every precaution should be
taken to respect the privacy of the subject, the confiden-
tiality of the patient’s information and to minimize the
impact of the study on the subject’s physical and mental
integrity and on the personality of the subject.

22 In any research on human beings, each potential sub-
ject must be adequately informed of 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 from participation 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 consent must 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 Foraresearch subject who is legally incompetent, phys-
ically or mentally incapable of giving consent or is a
legally incompetent minor, the investigator must obtain
informed consent from the legally authorized represen-
tative in accordance with applicable law. These groups
should notbeincluded in research unless theresearch is
necessary to promote the health of the population rep-
resented and this research cannot instead be performed
on legally competent persons.



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
that prevents obtaining informed consentis anecessary
characteristic of the research population. The specific
reasons for involving research subjects with a condi-
tion that renders them unable 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-
rent prophylactic, diagnostic, and therapeutic methods.
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.
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31 The physician should fully inform the patient which as-
pects of the care are related to the research. The refusal
ofapatient to participate in a study must never 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-
peutic measures, ifin the physician’s judgement it offers
hope of saving life, re-establishing health or alleviat-
ing suffering. Where possible, these measures should be
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
Declaration of Helsinki (October 2000) hasled to diverse in-
terpretations and possible 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 be used 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.

Asapproved by the WMA Council on 7 October 2001 at its 160 Session
in Ferney-Voltaire, France.

Reproduced by kind permission of the World Medical
Association
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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 and Behavioral Research. One of the charges to
the Commission was to identify the basic ethical principles
that should underlie the conduct of biomedical and behav-
ioral research involving human subjects, and to develop
guidelines, which should be followed to assure that such
research is conducted in accordance with those principles.

© 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
course of its deliberations. Itis the outgrowth of an intensive
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. Itis a statement of basic ethical principles and guide-
lines that should assist in resolving the ethical problems
thatsurround the conduct ofresearch with human subjects.

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 DHEW Publi-
cation No. (OS) 780013 and No. (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 action by the Secretary of Health, Educa-
tion, and Welfare. Rather, the Commission recommended
thatthe Belmont Report be adopted inits entirety, as a state-
ment of the Department’s policy. The Department requests
public comment on this recommendation.
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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
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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
an hypothesis, permit conclusions to be drawn, and thereby
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, in order to determine whether they are safe and effec-
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 practice may 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 should undergo review for the protection of 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 such deliberation. To respect autonomy is to give
weight to autonomous persons’ considered opinions and
choices, whilerefraining from obstructing theiractions, un-
lesstheyare clearly detrimental to others. To showlack of re-
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 to withhold 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.

Some persons are in need of extensive protection, even to
the point of excluding them from activitieswhich mayharm

them; other persons require little protection beyond mak-
ingsure they undertake activities freely and with awareness
of possible adverse consequences. The extent of protection
afforded should depend upon the risk of harm, and the like-
lihood of benefit. The judgment that any individual lacks
autonomy should be periodically reevaluated, and will vary
in different situations.

In most cases of research involving human subjects,
respect for persons demands that subjects enter into the re-
search voluntarily and with 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 one hand, 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
they may be subtly coerced or unduly influenced to engage
in research activities, for which they would not otherwise
volunteer. Respect for persons would then dictate that pris-
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
treatmentfallsunder the principle ofbeneficence. The term
“beneficence” is often understood 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 realm of research, saying that one should
not injure one person, regardless of the benefits that might
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, the Hippocratic 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-
cidewhenitisjustifiable to seek certain benefits despite the
risks involved, and when the benefits should be foregone
because of the risks.



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 the maximization 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 novel medical,
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 from the application of previously accepted 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, for example, about research that presents more 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
equal distribution? Almost all commentators allow that dis-
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
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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. These formulations are (1) to each person an equal
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.

Questions ofjustice havelongbeen associated with social
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 the 19th and early 20th centuries, the burdens of
serving as research subjects fell largely upon poor ward 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
flagrantinjustice. In this country, in the 1940’s, the Tuskegee
syphilis study used disadvantaged, rural black men to study
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
human subjects. For example, the selection of research sub-
jects needs to be scrutinized in order to determine whether
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-
lem being studied. Finally, whenever research supported by
public funds leads to the development of therapeutic de-
vices and procedures, justice demands both that these do
not provide advantages only to those who 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: informed consent, 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
agreement that the consent process can be analyzed as con-
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 information commonly provided by practition-
ersin thefield or in thelocale, 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. Even when some direct benefit to
them is anticipated, the subjects should understand clearly
the range ofrisk, 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
than minimal, and (3) there is an adequate plan 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 is asimportant as the information itself. For example,
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
onemight consider asincompetent (e.g., infants and young
children, mentally disabled patients, the terminally ill, and
the comatose) should be considered on its own terms. Even
for these persons, however, respectrequires giving them the
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-
mission of other partiesin order to protect the subjects 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,



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 to observe the research, as it proceeds, in order
to be able to withdraw the subject from the research, if such
action appears in the subject’s best interest.

Voluntariness

An agreement to participate in research constitutes a valid
consent, onlyif voluntarily given. This element of 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
to obtain compliance. Undue influence, by contrast, 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 acceptable may become undue influences, if the subject
is especially vulnerable.

Unjustifiable pressures usually occur, when persons in
positions of authority or commanding influence - espe-
cially where possible sanctions are involved — urge a course
ofaction forasubject. A continuum of such 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 thatinformed consent be obtained is derived primar-
ily from the principle of respect for persons.
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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, and benefits are properly contrasted with 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
scrutiny of research protocols. However, theidea of system-
atic, nonarbitrary analysis of risks and benefits should be
emulated insofar as possible. Thisideal requires those mak-
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-
tives systematically. This procedure renders the assessment
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of research more rigorous and precise, while making com-
munication between review board members and 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, assessment of 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 the principle of benef-
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: the social and the individual. Individual justice
in the selection of subjects would require that researchers
exhibit fairness: thus, they should not offer potentially ben-
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
already burdened in many ways by their infirmities and en-
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.

One special instance of injustice results from the 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
ofhuman subjects. Compliance with this standard provides
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-
caltrial data thatare 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)

Anylaw(s) and regulation(s) addressing the conduct of clin-
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,



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
wererecorded, analyzed and accurately reported according
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,
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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, or diagnosticagent conducted in human sub-
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)

Aninvestigational or marketed product (i.e., active control),
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’slegally acceptable representative cannotread, and
who reads the informed consentform and any other written
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 actin 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 aregulatory 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.



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

Areport 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.
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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

Awritten 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
GCP Guideline the term protocol refers to protocol and pro-
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

Anyindividual 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

Auniqueidentifier assigned by the investigator to each trial
subject to protect the subject’s identity and used in lieu of



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).
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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.

23

The rights, safety, and well-being of the trial subjects are
the most important considerations and should prevail over
interests of science and society.

24

The available nonclinical and clinical information on an
investigational product should be adequate to support the
proposed clinical trial.

25

Clinical trials should be scientifically sound, and described
in a clear, detailed protocol.

2.6

Atrialshould be conducted in compliance with the protocol
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).

29

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.

2.1

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
within areasonable time and document its views in writing,

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
of payment to subjects to assure that neither presents prob-
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.



3.1.9

TheIRB/IECshould ensure thatinformation regarding pay-
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) Atleast five members.

(b) At least one member whose primary area of interest is
in a nonscientific area.

(c) Atleast 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).

3.23

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.
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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 therisk 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-
propriate use of the investigational product(s), as described
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
onretrospective data) a potential for recruiting the required
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,



including clinically significant laboratory values, related to
the trial. The investigator/institution should inform a sub-
jectwhen medical care isneeded for intercurrentillness(es)
of which the investigator becomes aware.

4.3.3

Itisrecommended that the investigator inform the subject’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
provide the IRB/IECwith a current copy of the Investigator’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, ifrequired, by the regulatory authority(ies) and which
was given approval/favourable opinion by the IRB/IEC. The
investigator/institution and the sponsor should sign the
protocol, or an alternative contract, to confirm agreement.
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4.5.2

The investigator should notimplement 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 investigational product(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-
piration dates (ifapplicable), and the unique code numbers
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assigned to theinvestigational product(s) and trial 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
contain anylanguage that causes the subject or the subject’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

Theinvestigator, 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 informed consent may be obtained, 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



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-
tended clinical benefit to the subject, the subject 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.

() 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.
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(1) 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.
Thatthe monitor(s), the auditor(s), the IRB/IEC, and the
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.
That records identifying the subject will be kept confi-
dential and, to the extent permitted by the applicable
lawsand/orregulations, willnotbe made publicly avail-
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.
The person(s) to contact for further information regard-
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.

=

(n

=

(o

—

(q

(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

Datareported on the CRE 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-
tionsin CRFs made by sponsor’s designated representatives
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.



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-
diatereports should be followed promptly by detailed, 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
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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/institution should promptlyinform the sponsorand the
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-

nized and operates according to GCP and the applicable

laws and regulations.

Documented IRB/IEC approval/favourable opinion

and, if requested by the sponsor, a current copy of pro-

N

(c

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



provided the reason(s) for the termination or suspension by
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
the protocol agreed to by the sponsor and, ifrequired, by the
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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, July 2001

Preface

—

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).

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
(GTAQ), and the United Kingdom Xenotransplantation
Interim Regulatory Authority (UKXIRA).

The recently published DH Research Governance Frame-
work for Health and Social Care' (RGF) indicated a need
for areview of LRECs and MRECs. There are also new de-
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.

The accountability for the various aspects of research was
clarified in the RGE The current document describes the
role and remit of RECs as part of this overall governance
framework.

! 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

(© Department of Health.

5 Whilst the research environment itself is changing, the

need for a prior favourable ethics opinion before the cat-
egories of research defined later in this document may be
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

process ofreview of the ethics of all proposals for research
inthe NHS and Social Care whichis efficient, effective and
timely, and which will command public confidence. It
sets out general standards and principles for an account-
able system of 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.

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 the World Health Organisation, and
on the current regulatory standards pertaining to phar-
maceutical and other research.

Section B offers more detailed and timely guidance on
operating procedures and the requirements for general
support for RECs. It will be up-dated as new or modified
operating procedures arerequired, particularly in order
to implement new European legislation.

Section C s 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.



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 and procedures from April 2002. As an interim mea-
sure, existing RECs—and their membership and adminis-
tration — may continue after that date, but should operate
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

London W2 3QR

Email: tstacey@doh.gsi.gov.uk
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1 Introduction

1.1 Research is essential to the successful promotion and
protection of health and well-being and to modern and
effective health and social care. Italso contributes to the
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.
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This framework is described in the DH 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 falling within certain categories (set outin 3.1)is
reviewed independently to ensure it meets the required
ethical standards.

1.4 Forresearch in the NHS, this independent review must
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
be obtained from an NHS REC, or from an REC meeting
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 Trrespective 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 and professionals —and
each other - in order to achieve this goal.

2 The role of Research Ethics Committees

2.1

2.2

2.3

2.4

2.5

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.

The purpose of a Research Ethics Committee in review-
ing the proposed study is to protect the dignity, rights,
safety and well-being of all actual or potential research
participants. It shares this role and responsibility with
others, as described in the Research Governance Frame-
work for Health and Social Care.

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,
should always be secondary to the dignity, rights, safety,
and well-being of the research participants.

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 contribution of previous
research participants should also be recalled.

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
from political, institutional, profession-related or mar-
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 institution where it believes further consideration
needs to be given to such matters.

3 The remit of an NHS REC

3.1

3.2

3.3

3.4

3.5

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. accesstodata, organsorotherbodily material of past
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.

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.

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.

This will normally be one established by the Health

Authority itself within its geographical area — currently

called a Local Research Ethics Committee (LREC).

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.



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
Kingdom Xenotransplantation Interim Regulatory Au-
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
Ethics Committee which meets the same general 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-
cial Caretaking place outside the NHS are under review,
and will be published at a later date).

4 Establishment and support of NHS RECs

4.1 Research Ethics Committees with 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
anamed 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 Tt 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
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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 and discrete facilities in which the work of 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 Administrative staffing of the REC office should be suf-
ficient to provide a comprehensive service to the REC,
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
provide detailed operational advice to the REC officers
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. A member 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 The Health 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 as most 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. When making appointments, conflicts of interest
should be avoided if at all possible. Where unavoidable
there should be transparency with 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 member must agree
to take part in initial and continued education appro-
priate to his or her role as an REC member.

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-
pointed member 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, but not normally more than two consecutive
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 for membership is in place that allows for con-
tinuity, the development and maintenance of exper-
tisewithin the REC, and theregularinputoffresh ideas.

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-
ciled with the welfare of research participants, and with
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 a wide range of age groups. Every effort
should also be made to recruit members from black and
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



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 carrying out research involving human par-
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
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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” member with the relevant clinical and/or
methodological expertise, one “lay” member as de-
fined in 6.7 above, and at least one other member who
is independent of the institution or specific location
where the research is to take place.

Committee officers

6.12

6.13

6.14

The Chair and Vice-Chair shall be appointed as such
by the appointing Authority after consultation with
the REC Administrator and committee members. 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.
Tofacilitate communication, the REC maywish to des-
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. Depending on theirbackground
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 REC members.
The process for appointment of all officers shall be
laid down in the standard operating procedures.
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Deputies

6.15 Where amember provides unique expertise to the REC
(e.g. pharmacy or statistical advice) the REC may, if
necessary, make arrangements to appoint deputies for
individual members of the committee. These deputies
musthave undergone the same recruitment, selection
and appointment procedure as the named members,
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 the member 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 REC members.

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 An RECshall make its decisions at scheduled meetings
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 The RECshould keep aregister of all the proposals that
come before it. This register will be available for pub-
lic consultation. Appropriate sections shall be shared
with the relevant NHS bodies 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, and should make them available upon request
to any regulatory authorities.

7.9 The REC should always be able to demonstrate that it
has acted reasonably in reaching a particular decision.
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 further written 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 submitted once the research has started
shall be considered at its next meeting by the REC that
approved the original protocol, and an answer given to
the applicant within a total of 35 days. However, where
the amendment is substantial (for example requiring
additional interventions to research participants), it
may need to be treated by the REC as anew application
requiringfull ethical reviewwithin the standard 60-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



recommended that individual RECs meet monthly,
but that the timing of meeting of the individual RECs
within one Health Authority “site” should be staggered.

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) and any 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. from neighbouring Health Authorities) to provide
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, asummary of 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

 asimple summary of the research proposal compre-
hensible to a lay person

* theissues discussed by the committee and the com-
mittee’s conclusions

* and its overall opinion.

Producing an annual report

7.19 Within six months of the end of each financial year, an
LREC should submit its Annual Report to the appoint-
ing Authority, which shall consider it at a scheduled
open meeting of the Authority to which the REC mem-
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)
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* 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

* alist of projects completed or terminated during the
year

« the training undertaken by the committee and by its
members

7.21 Similarly, each MREC 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
should accept for consideration all such valid 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-
ten approval of the REC, save where thisis necessaryto
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 TheRECshallrequire, asaminimum, an annualreport
from the researcher, and shall reconsiderits opinion at
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 RECs may 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-
questsuchreports where they anticipate potential dif-
ficulties.

7.32 On the basis of any such reports, the REC may wish 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.
The Authority’s officers shall be accountable 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
undertaken by a second REC. (Details of the procedure
for a second REC review are given in Section B).

8 Multi-centre research

8.1 Forthe purpose of ethical review of research, aresearch
“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 opinion with further review by 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 an MREC then covers
the whole of the United Kingdom.

8.5 Ifthe MREC declinesto give afavourable opinion on the
application, any existing approval by LRECs still stands,
but those LRECs shall be informed of the MREC’s deci-
sion (and its reasons).

8.6 Once an MREC has declined approval, no further ap-
plication using the same proposal may be made to any
LREC.

Consideration of “locality” issues

8.7 The MREC (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



8.9 The LREC should satisfy itself that the “locality is-
sues” have been adequately considered, and that it
canapprove them. Inundertaking consideration of the
“locality issues” the REC should work closely with the
NHS host organisation, which also has aresponsibility
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 LREC minutes. 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 communicated within 60 days of receipt of a valid
application for this purpose.

Multi-centre research where there is no “local”
researcher

8.13 For multi-centre research where there is no “local” re-
searcher, and where this is confirmed by the MREC (or
“lead” LREC - see 8.3 above) during its review of the
research protocol, no specific consideration of “local-
ity” issues by an LREC may be needed and the overall
process of review may thus be expedited. Approval by
the host NHS organisation is still required before the
research may 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.
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9.2 RECs shall meet regularly on scheduled dates that are
announced in advance. Meetings should be planned in
accordance with the needs of the workload, but RECs
must meet the time standards for review.

9.3 RECmembers should be given enough time in advance
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 on or clarify specific issues as required by the
REC at its meeting. An REC should not cause unnec-
essary delay by deferring consideration of an applica-
tion when the necessary further information it requires
could have been obtained from the applicant at the first
review meeting.

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 research must
be subjected to review by experts in the relevant fields
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 application having obtained further expert
review.

9.11 Inaddition to considering prior 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

. the justification of predictable risks and inconveniences

weighed against the anticipated benefits for the research
participants, other present and future patients, and the
concerned communities

. thejustification for use of control arms in trials, (whether

placebo or active comparator), and the randomisation
process to be used

. criteria for prematurely withdrawing research partici-

pants

. criteria for suspending or terminating the research as a

whole

. theadequacy of provisions made for monitoring and au-

diting the conduct of the research, including the consti-
tution of a data safety monitoring committee (DSMC)

. theadequacy 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

. 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-
search participants will be drawn (including gender, age,

literacy, culture, economic status and ethnicity) and the
justification for any decisions made in this respect

. the means by which initial contact and recruitment is to

be conducted

. the means by which full information is to be conveyed to

potential research participants or their representatives

d. inclusion criteria for research participants

. exclusion criteria for research participants.

9.15 Care and protection of research participants

a.

b.

the safety of any intervention to be used in the proposed
research

the suitability of the investigator(s)’s qualifications and
experience for ensuring good conduct of the proposed
study

. any plans to withdraw or withhold standard therapies

or clinical management protocols for the purpose of the
research, and the justification for such action

. the health and social care to be provided to research

participants during and after the course of the research

. the adequacy of health and social supervision and psy-

chosocial support for the research participants

. steps to be taken if research participants voluntarily

withdraw during the course of the research

. the criteria for extended access to, the emergency use of,

and/or the compassionate use of study products

. 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

. a description of any plans to make the study product

available to the research participants following the re-
search

. a description of any financial costs to research partici-

pants

. the rewards and compensations (if any) for research par-

ticipants (including money, services and/or gifts)

. 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

. the nature and size of any grants, payments or other re-

ward to be made to any researchers or research hosts

. 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 persons who will have access to per-
sonal data of the research participants, including medi-
cal records and biological samples



. the measures taken to ensure the confidentiality and se-

curity of personal information concerning research par-
ticipants

. the extent to which the information will be anonymised
. howthedata/sampleswill be obtained, and the purposes

for which they will be used

. how long the data/samples will be kept

f. to which countries, if any, the data/samples will be sent

. 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 in which it will
occur, and the process for ensuring consenthasnotbeen
withdrawn

. 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

. 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

. 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)

. 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

. the steps which had been taken to consult with the con-

cerned communities during the course of designing the
research

. the extent to which the research contributes to capac-

ity building, such as the enhancement of local health-
care, research, and the ability to respond to public health
needs

. a description of the availability and affordability of any

successful study product to the concerned communities
following the research

. the manner in which the results of the research will be

made available to the research participants and the con-
cerned communities.
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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

. the quorum requirements for expedited review
. 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

. an REC should not review an application in which

one ofits own membersisanamedresearcher; such
applications should be submitted to another REC

. 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

. decisions should only be made at meetings where

a quorum is present

. 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

. written comments from absent members shall be

allowed to inform the discussion, but only those
members who actually participate in the review by
the committee atits meeting shall participate in the
decision

. thereshould be a pre-determined method for arriv-

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 cases of conditional decisions, clear suggestions for
revision and the procedure for having the application
re-reviewed should be specified.

9.23 Anunfavourable 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
should be an identified supervisor of adequate quality
and experience who will 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 submitted with
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
. the format for submission
d. any additional documentation

o

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
research participant 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. the protocol of the proposed 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. adescription of the ethical 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. afulldescription of the process to obtain and docu-
ment consent



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. astatementdescribingany compensation for study
participation (including expenses, and access to
medical care) to be given to research participants.

m. adescription 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

11.3

11.4

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.

For some definitions, a list of some “Key responsibili-
ties”is also given where 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 be made to the text
of the Research Governance Framework for Health and
Social Carewhere there is a complete description.
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.

Research Ethics Committee — the committee con-
vened to provide independent advice to partici-
pants, researchers, funders, sponsors, employers, care
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11.5

11.6

11.7

organisationsand professionals on the extenttowhich

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

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
Funder (s) - organisation(s) providing funding for the
study through contracts, grants or donations to an au-
thorised member 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 and monitoring of research

Employing Organisation(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



164 Manual for Research Ethics Committees

« 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 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

* Key responsibilities:

« ensuring that research using their patients, users,
carers or staff meets the standard set out in the RGF
(drawing on the work of the research ethics 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 the proposed research complies with 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
theresearch. Allresearch taking place within the NHS
additionally requires the “approval” of the host NHS
organisation - this is an absolute requirement. To
proceed without this would constitute research mis-
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
reached by a Research Ethics Committee that the pro-
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 organisations until April 2002, and subsequently
to the Strategic Health Authorities.
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This document builds on a range of earlier published work

and draws extensively on the following documents:

The NHS Plan

Research and Development for a First Class
Service - R&D Funding in the New NHS

An Organisation with a Memory — Report of an
expert group on learning from adverse events
in the NHS

A First Class Service: Quality in the New NHS
Clinical Governance - Quality in the New NHS
The New NHS: Modern and Dependable

A Quality Strategy for Social Care

Modernising Social Services

All the above are available on www.doh.gov.uk
Valuing Diversity —

Equality and Diversity in Policy Making
Diversity in the Civil Service/Public Service
www.cabinet-office.gov.uk

OST Guideline on Use of Scientific Advice in
Policy Making
http://www.dti.gov.uk/ost/ostbusiness/
index_policy_making_old.htm

MRC Guidelines for Good Clinical Practice
in Clinical Trials http://www.mrc.ac.uk
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Research Governance
* Sets standards

¢ Defines mechanisms to deliver standards

by:
- Enhancing ethical and scientific quality
- Promoting good practice

are learned

Is for all those who:
- Participate in research
- Host research in their organisation

- Manage research
- Undertake research

no matter how senior or junior.

* Describes monitoring and assessment arrangement
* Improves research quality and safeguards the public

- Reducing adverse incidents and ensuring lessons

- Preventing poor performance and misconduct

- Fund research proposals or infrastructure

Is for managers and staff, in all professional groups,

1 Purpose and scope

1.1

1.2

1.3

1.4

1.5

The Government is committed to enhancing the contri-
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, transparent decision-making processes,
clear allocation of responsibilities and robust monitor-
ing arrangements.

This document sets out a framework for the governance
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 for Health —
thatis research concerned with the protection and pro-
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
and non-clinicalresearch, research undertaken by NHS
staff using NHS resources, and research undertaken by
industry, the charities, the research councils and uni-
versities within the health and social care systems.
The framework is offered as a model 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.

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 and met.

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



1.6

1.7

1.8

1.9

1.10

innovative research and for the effective transfer of
learning, technology and best practice to improve
care.
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
events', will promote good practice, enhance the ethi-
cal and scientific quality of research and safeguard the
public.
Health and social care generate and draw upon a wide
range of innovative work and ideas from professionals,
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-
dressing clearly defined questions with systematic and
rigorous methods.
This document sets out the responsibilities and stan-
dards that must be applied to work managed within
the formal research context. Other documents on clin-
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.
In common with other quality assurance and gover-
nance systems, this research governance framework
describes:
* arrangements to define and communicate clear
quality standards;
* delivery mechanisms to ensure that these standards
are met, and
* arrangements to monitor quality and assess adher-
ence to standards nationally.
Recent enquiries into adverse incidents relating to re-
search have criticised the lack of clarity in relation
to responsibilities and accountabilities for research in
health and social care. Thisis of particularimportance,
given the very wide range of individuals and organisa-
tions that can be involved. The framework pays par-
ticular attention to clarifying responsibilities and ac-
countabilities.
Listed are some of the individuals and organisations
involved in health and social care research:

! An Organisation with a Memory — Report of an expert group on
learning from adverse events in the NHS, 2000.
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1.12

* Patients/users, their relatives and organisations 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.

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.

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 in place to improve the quality
of social care services. Correspondingly, research gov-
ernanceis aimed at continuous improvement of stan-
dards and the reduction of unacceptable 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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WHAT THE RESEARCH GOVERNANCE FRAMEWORK
MEANS FOR PARTICIPANTS

0

Research Governance

Framework
with

National Standards

Clear national
standards for
health and social
care research

Continuing

Participants Effective Training Dependable
& |::> Learning Management of and local delivery of
Research Networks Research to National Education in research
Partners Standards Research
Management
National Monitoring of Research D:z::;zzﬁd
Adverse Events Register
standards

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.

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

222

223

224

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.

The Department of Health requires that all research
involving patients, service users, care professionals or
volunteers, or their organs, tissue or data, is reviewed
independently to ensure it meets ethical standards.
Informed consent is at the heart of ethical research.
All studies must have appropriate arrangements for
obtaining consent and the ethics review process must
pay particular attention to those arrangements.
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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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 interviews with, 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 20" 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.

framework are reflected in her practice.

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 '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 20", 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

described for the respectful disposal of material once
theresearch is completed, and for the reporting of 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-
search Group has established the principle that major
advisory bodies in NHS R&D programmes should
normally have atleast two consumer representatives.

2.2.7 Research and those pursuing it should respect the di-

versity of human culture and conditions and take full
account of ethnicity, gender, disability, age and sexual
orientation in its design, undertaking, and reporting.
Researchers should take account of the multi-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

those participating in it. Risk must always be kept to a
minimum and explained clearly to the relevant ethics
committee and to participants. Arrangements for
compensation in the unlikely event of non-negligent
harm must always be explained.

2.2.9 Some essential research into important illnesses

and treatments can only be conducted with animals.

When considering undertaking research which could
involve the use of animals, wherever possible, alter-
natives such as cells, tissues, computers, bacteria,
and plants must be used instead. Where animal use is
unavoidable, there are strict controls, enforced by 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 research must

be subjected to review by experts in the relevant



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,
many organisations allow established 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 Act?. 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 and other 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 the public. Reportsneed to be comprehensible
and take language and other needs into account.

2.4.2 Some advances in health and social care need to be
developed commerciallyif they are to be made widely
available. Drugs, medical devices and aides for the
disabled are examples. Successful commercial devel-
opment often depends upon the protection of intel-
lectual property or commercial 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.
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accepted scientific and professional channels. Once
established, findings must be made available 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 H M. 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
harm must be in a position to do so.

2.6.3 Careful consideration must 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 judgement and interpretation. A quality
research culture, where excellence is promoted and
where there is visible and strong research leadership
and expert management, is essential if researchers
and managers are to understand and apply 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 Billustrates how research is managed 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, and the basic principles 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, both by education and experience, 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 Acomplexarray of organisations and individuals may
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-
laborations where framework agreements willbe nec-
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 and NHS trusts, primary care practices,
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-
search whether or not in a formal research network;

universities, local authorities and other social care

providers who work 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 on more 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, the Government and its research partners strive
toensure thatresearch conducted in health and social
care in England offers the likelihood of real benefits
either to those who participate, or those who use ser-
vices subsequently, or both. All those usinghealth and
social care services should give serious consideration
to invitations to become involved in the development
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
theinformation and explanations given. Guidance on
research with children and others who may 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, for protecting 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 who may 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
researchers

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

Research Ethics Committee

Ensuring participant welfare while in the study
Feeding back results of research to participants

Ensuring that the proposed research is ethical and respects the dignity,

rights, safety and well-being of participants

Sponsor

of research

Employing organisation

Assuring the scientific quality of proposed research
Ensuring research ethics committee approval obtained
Ensuring arrangements in place for the management and monitoring

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




Care organisation/Responsible
care professional
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 Ensuring that research using their patients, users, carers or staff meets the
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 on MRC’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: Idid 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: T 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 A:

to the patient’s GP. Any adverse drug reaction, as well
as reporting it to the patient’s GB, 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 A
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: IT'want to go on a training course, who should I talk to?
A: The university as your employer is responsible for

your training.

A:

Q: To whom do I talk about my suspicion that a

university colleague is fabricating data?

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.

: I think we could improve the design of this study.

What do I do?

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.

: I think I have generated some important intellectual

property. What should I do?

: 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

3.6.2

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) within which the research takes place
or through which participants, their organs, tissue or
data are accessed.

Principal investigators must have suitable experience
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
manage others with delegated responsibility 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
the studyis planned, and that their approvalis given
before the research commences.



* 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 dealing with 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 are made 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
financial and otherresources provided for the study,
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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

3.7.2

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.
Organisations wishing to fund research which re-
quires the collaboration of the NHS or 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

3.8.2

3.8.3

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.

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
research as proposed and thatagreementsare in place
which specify responsibilities for the management
and monitoring of research. They are also 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.
The sponsor is responsible for ensuring that ar-
rangements are in place for the management and
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3.8.4

3.8.5

3.8.6

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 the proper management and monitoring of
research, the sponsor should either take that respon-
sibility or agree with another organisation involved
that it should take responsibility.

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.

Where research has no external sponsor, care organi-
sations must accept the responsibility of the sponsor.
For example, an NHS trust must be willing and able
to actas the sponsor for research which does not have
an external sponsor (sometimes called “own account”
research).

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 committee®.

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
the systems and resources being proposed are those

required to allow appropriate data analysis and data
protection.

Intellectual property rights and their management
are appropriately addressed in research contracts
or terms of grant awards.

Arrangements proposed for the work are consistent
with the Department of Health research governance
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.

Arrangements are in place for the sponsor and other
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

3.9.2

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 from complaints. These re-
sponsibilities apply to both private and public sector
employers.

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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3.9.4

responsibility for ensuring that appropriate arrange-

ments are in place for the management and monitor-

ing of any study they sponsor.

Employers should ensure that agreements are in

place between them and their staffand between them

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.

Universities and other employers of staff engaged in

research are responsible for:

e 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 and mechanisms 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

and monitoring of work undertaken by their organ-

isation.

Demonstrating systems for continuous profes-
sional development of staff at all levels.

Having agreements and systems in place to identify,
protect and exploit intellectual property.

Ensuring that they are able to compensate anyone
harmed as aresult of negligence on the part of their
staff and, if they have agreed to do so, for non-
negligent harm arising from the research.
Havingin place systems to detect and address 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. They should ensure that their patients,
users and care professionals are provided with infor-
mation about any research which may have a direct
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3.10.2

3.10.3

3.10.4

impacton their care, their experience of care, or their
workin the organisation. They must ensure that only
activitywhichisbeingmanaged formally as research
within the provisions of this framework, is presented
as research.

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
dischargeitsresponsibilities, and that clear and doc-
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.

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
these areasled by the Department for Education and
Employment reports.

A summary of the main 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 that may 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 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 assist with any monitoring, 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 the powers of the Sec-
retary of State for Health;

« have clearly defined arrangements for appointing
and replacing members;

* have and meet clear performance targets;

3.12.2

3.12.3

3.12.4

3.12.5

3.12.6

* are adequately resourced, supported and trained;
* provide clear and independent advice, within their
remit and terms of reference.
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 high quality research that offers
benefits to participants, services and society atlarge.
Unjustified delay to such research is itself unethical.
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 of NHS research ethics
committees (RECs). Those outside the NHS may also
seek the advice of these committees.
Whilst operating within a Department of Health and
NHS management framework, RECs must maintain
independence when formulating their advice on the
ethics of the proposed research if their advice is to
be seen to be impartial. NHS research ethics com-
mittees are managerially independent of NHS Trust
R&D structures.
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 run ethics committees which maybe able 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.
The decision on whether or not research in an NHS
organisation should ultimately proceed rests with
that organisation. No research should proceed with-
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



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-
search ethics committee on a particular application,
itis the researcher and the NHS or 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 NHSresearch ethics committeesrequireresearchers

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-
dentreview—appropriate to the scale and complexity of
research proposals —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 agreed protocol,
to monitor its general progress and to discuss and agree
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
have given permission for, all research being conducted
in or through their organisation, whether or not it
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4.4

4.5

4.6

4.7

4.8

4.9

is externally funded. Care providers should only give
permission for research which has a sponsor. Care
providers may only themselves take on the role of 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.

All those establishing research ethics committees must
have systems in place to convene, support and monitor
the performance of research ethics committees.

All research ethics committees should have systems in
place to identify, and record and address conflicts of in-
terest that may compromise, or be seen to compromise,
the independence of their advice. They must 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.

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
and auditas appropriate. Additionally, delivery systems
should require, facilitate and support reporting of crit-
ical incidents, near misses, systems failures and mis-
conduct either by self-reporting or whistle-blowing.
The Department of Health will work with key stakehold-
ers to develop and issue guidance from time to time to
help organisations discharge their responsibilities for
research governance effectively and efficiently. This will
cover both systems in individual organisations and sys-
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 consultation with the
Retained Organs Commission.

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.
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. The Department of Health will work with
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 is much good practice in research and many op-

portunities for individuals and organisations to learn
from one another. The Department of Health will pro-
mote the development of learning networks to sup-
port this. The NHS R&D Management Forum is a good
example of such a network.

5 Monitoring, inspection and sanctions

51

5.2

53

Organisations and individuals must be able to demon-
strate adherence to this framework to reassure patients,
service users and care professionals of the quality of
their services and to assure their reputation in high
quality research and care.
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 standards upheld by the majority of care profes-
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
enhance public confidence and help to prevent adverse
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.
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;

5.4

5.5

5.6

5.7

5.8

« other organisations on which this framework de-
pends.
Reports of this monitoring will be presented to the
Secretary of State for Health, to the organisations mon-
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.
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 thislistto ascertain the standing of those wishing 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.
Clinical trials of medicinal products on patients must
continue to be notified to the Medicines Control Agency
(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.
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. Ithas made anumber of recommendations, in-
cluding the establishment of a new national system for
reporting adverse health care events and “near misses”.
Monitoring of research governance will work alongside
the new national system for adverse events in the NHS
and existing systems for adverse events reporting in
social care.
Thereis growing public and professional concern about
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.



5.9

5.10

Monitoring of research governance will 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.

Failures in NHS organisations to comply with this
framework will be addressed through the normal lines
of accountability and performance management. 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 to manage them and the
work they support.

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
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5.11

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 staffis currently the subject of a review (see para-
graph 3.10.3).

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
board of the Council for Professions Supplementary to
Medicine for their professional conduct as researchers
aswell as clinicians. Misconduct by social care profes-
sionalswill be one of the responsibilities of the General
Social Care Council.



EU Clinical 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 the Member States
relating to the implementation of good clinical practice in the
conduct of clinical trials on medicinal products for human use

The European Parliament and the Council of the European Union

184

Having regard to the Treaty establishing the European
Community, and in particular Article 95 thereof,

Having regard to the proposal from the Commission’,

Having regard to the opinion of the Economic and Social
Committee?,

Acting in accordance with the procedure laid down in
Article 251 of the Treaty?,

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
products* 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/EEC of 20 May 1975 on the approximation of the
laws of Member States relating to analytical, pharma-
cotoxicological and clinical standards and protocols in
respect of the testing of medicinal products® lays down

Only European Community’s legislation printed in the Official Jour-
nal of European Communities is deemed to be authentic.

1.0J C 306, 8.10.1997, p. 9 and

0J C 161, 8.6.1999, p. 5.

2 0] C 95,30.3.1998, p. 1.

3 Opinion of the European Parliament of 17 November 1998 (O]
C 379, 7.12.1998, p. 27). Council Common Position of 20 July 2000
(0J C300,20.10.2000, p. 32)and Decision of the European Parliament of
12 December 2000. Council Decision of 26 February 2001.

40J 22, 9.2.1965, p. 1/65. Directive as last amended by Council
Directive 93/39/EEC (O] L 214, 24.8.1993, p. 22).
(© Office for Official Publication of the European Communities.

5 0J L. 147, 9.6.1975, p. 1. Direcctive as last amended by Commission
Directive 1999/83/EC (O] L 243, 15.9.1999, p. 9).
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uniform rules on the compilation of dossiers including
their presentation.

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 and medicine, 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.

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 these persons
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 population with 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 that medicinal products which are likely to be
of significant clinical value for children are fully studied.
The clinical trials required for this purpose should be
carried outunder conditions affording the best possible
protection for the subjects. Criteria for the protection
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of children in clinical trials therefore need to be laid
down.

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 the written consent of the
patient’s legal representative, given in cooperation with
the treating doctor, is necessary before participation in
any such clinical trial.

Thenotion oflegal representative refers back to existing
national law and consequently may include natural or
legal persons, an authority and/or a body provided for
by national law.

In order to achieve optimum protection of health, ob-
solete or repetitive tests will not be carried out, 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.

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 down Community 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
Products!, which include products intended for gene
therapy or cell therapy, prior scientific evaluation by the
European Agency for the Evaluation of Medicinal Prod-
ucts (hereinafter referred to as the ‘Agency’), assisted
by the Committee for Proprietary Medicinal Products,
is mandatory before the Commission grants marketing
authorisation. In the course of this evaluation, the said
Committee may 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.

A single opinion for each Member State concerned re-
duces delay in the commencement of a trial without

1 0] 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).
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jeopardising the well-being of the people participating
in the trial or excluding the possibility of rejecting it in
specific sites.

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.

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 in delays and complications detrimental 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
such clinical trials in the Community by the authorities
concerned.

As arule, authorisation should be implicit, i.e. if there
has been a vote in favour by the Ethics Committee
and the competent authority has not objected within 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.

The principles of good manufacturing practice should
be applied to investigational medicinal products.
Special provisions should be laid down for the labelling
of these products.

Non-commercial clinical trials conducted by re-
searchers without the participation of the pharmaceu-
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, ifthese trials are carried out with medici-
nal products with a marketing authorisation within the
meaning of Directive 65/65/EEC, manufactured orim-
ported in accordance with the provisions of Directives
75/319/EEC and 91/356/EEC, and on patients with the
same characteristics as those covered by 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-
tion by competent authorities and properly authorised
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 data'.

(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 Commission?;

Have adopted this directive:

ARTICLE 1

Scope

f—

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.
This Directive does not apply to non-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 the participation

1 0] L.281, 23.11.1995, p. 31.
2 0] 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 accordance with 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 one or more investiga-
tional medicinal product(s) and/or to study absorption,
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 at more than one site,
and therefore by more than one investigator, in which
the trial sites may be located in a single Member State,
inanumber of Member States and/or in Member States
and third countries;

(c) ‘non-interventional trial’: a study where the medicinal
product(s)is (are)prescribed in the usual manner in ac-
cordance with the terms of the marketing authorisation.
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 or monitoring procedures shall be applied to the
patients and epidemiological methods shall be used for
the analysis of collected data;



(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;

‘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 and may be called the principal investigator;

‘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;

‘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-
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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 the person is not capable of 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;
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(1) ‘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 berelated to the clinical trial and that may be 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;
‘serious adverse event or serious adverse reaction’: any
untoward medical 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;
‘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).

=

(o

=
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ARTICLE 3

Protection of clinical trial subjects

1 This Directive shall apply without prejudice to the
national provisions on the protection of clinical trial sub-
jects if they are more 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 trial may be initiated only if the Ethics
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
informed consent, his legal representative has had the
opportunity, in a prior interview with 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;

the rights of the subject to physical and mental
integrity, to privacy and to the protection of the

N

(c

data concerning him in accordance with Directive
95/46/EC are safeguarded;

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-

d
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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;

the subject may without any resulting detriment with-
draw from the clinical trial at any time by revoking his
informed consent;

provision has been made for insurance or indem-
nity to cover the liability of the investigator and
Sponsor.

—

(e

(f

-

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 provided with 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 presumed will and may 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;

no incentives or financial inducements are given except

compensation;

(e) some direct benefit for the group of patients is obtained
from the clinical trial and only where such research is
essential to validate data obtained in clinical trials on

d
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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
the minor concerned suffers or be of such a nature that
it can only be carried out on minors;

the corresponding scientific guidelines of the Agency
have been followed,;

clinical trials have been designed to minimise pain, 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 have to be specially
defined and constantly monitored;

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

() the interests of the patient always prevail over those of
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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
consent before the onset of their incapacity shall be allowed
only if:

(a) the informed consent of the legal representative has
been obtained; consent must represent the subject’s
presumed will and may be 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
anopinion and assessing this information to refuse par-
ticipation in, or to be withdrawn from, the clinical trial
at any time is considered by the investigator or where
appropriate the principal investigator;



(d) noincentives or financialinducements are given except
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;
clinical trials have been designed to minimise pain, 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
questionsin the field of the relevant disease and patient
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
atall.

(£
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ARTICLE 6

Ethics Committee

1 For the purposes of implementation of the clinical tri-
als, Member States shall take the measures necessary for
establishment and operation of Ethics Committees.

2 The Ethics Committee shall give its opinion, before a clin-
ical trial commences, on any issue requested.

3 Inpreparing its opinion, the Ethics Committee 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) thesuitability oftheinvestigator and supportingstaff;

(e) the investigator’s brochure;

() 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;
provision forindemnity or compensationin the event
of injury or death attributable to a clinical trial;

-
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(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, a Member
State may decide that the competent authority it has des-
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 Within the period of examination of the application foran
opinion, the Ethics Committee may 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
involving medicinal products for gene therapy or somatic
cell therapy or medicinal products containing genetically
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



190

Manual for Research Ethics Committees

opinion shall be given for each Member State concerned
by the clinical trial.

ARTICLE 8

Detailed guidance

The Commission, in consultation with Member States and
interested parties, shall draw up and publish 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
competent authority as stated in paragraph 2 shall be car-
ried outasrapidly as possible and maynot exceed 60 days.
The Member States may lay down a shorter period than
60 days within their area of responsibility if thatis in com-
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

30daysshallbe permitted. For these products, this90-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.

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-organisms! and 90/220/EEC of 23 April
1990 on the deliberate release into the environment of
genetically modified organisms?.

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 0J 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 0JL 117, 8.5.1990, p. 15. Directive as last amended by Commission
Directive 97/35/EC (OJ L 169, 27.6.1997, p. 72).



ARTICLE 10

Conduct of a clinical trial
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ARTICLE 11

Exchange of information

Amendments may be made 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
impact on the safety of the trial subjects or to change 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 sponsor may 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) without prejudice to point (a), in the light of the circum-
stances, notably the occurrence of any new 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 safety measures to protect 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 or Member 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.

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);

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) areference to the inspections carried out on confor-

mity with good clinical practice.

(b

=

=

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.

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 the methods 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 a Member 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
other personinvolved in the conduct of the trial no 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 appropriate measures 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 one qualified person who,
in accordance with the conditions laid down in Article 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-
prietary medicinal products’, is responsible in particular
for carrying out the duties specified in paragraph 3 of this
Article.

3 Member States shall take all appropriate measures 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 O0J 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 use?, 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 information notified pursuant to Article 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 guidance on the elements to be taken into
account when evaluating products with the object
of releasing batches within the Community shall be
drawn up pursuant to the good manufacturing 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 any event be not less than
five years.

2 0JL193,17.7.1991, p. 30.



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-
tional medicinal products or, where there is no outer pack-
aging, on the immediate packaging, shall be published by
the Commission in the good manufacturing practice guide-
lines on investigational medicinal products adopted in ac-
cordance with Article 19a of Directive 75/319/EEC.

In addition, these guidelines shall lay down adapted pro-
visions relating to labelling for investigational medicinal
products intended for clinical trials with the following char-
acteristics:

- the planning of the trial does not require particular man-
ufacturing or packaging processes;

the trial is conducted with medicinal products with, 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 and manufacturing 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
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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 be made avail-
able to the other Member States, to the Ethics Committee
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 the Member States concerned, the
Commission may request a new inspection should ver-
ification of compliance with this Directive reveal differ-
ences between Member States.

4 Subject to any arrangements which may 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
State may propose that the trial site and/or the sponsor’s
premises and/or the manufacturer 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

—

The investigator shall report all serious adverse events
immediately to the sponsor except for those that the pro-
tocol orinvestigator’s brochure identifies as not 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
Member States in whose territory the clinical trial is being
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 but within a maximum of fifteen days
of first knowledge by the sponsor.

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.

-

(c

(d) The sponsor shall also inform all investigators.

2 Once a year throughout the clinical trial, the sponsor
shall provide the Member States in whose 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.

The Agency shall make the information notified by 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 for exceptional circumstances, investigational medic-
inal products and, as the case may be, the devices used for
their administration shall be made available free of charge
by the sponsor.

The Member States shall inform the Commission of such
conditions.

ARTICLE 20

Adaptation to scientific and technical progress

This Directive 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 is made 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.



ARTICLE 22

Application
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ARTICLE 23

Entry into force

1 Member States shall adopt and publish before 1 May 2003
the laws, regulations and administrative provisions nec-
essary to comply with this Directive. They shall forthwith
inform the Commission thereof.

They shall apply these provisions at the latest with ef-
fect from 1 May 2004.

When Member States adopt these provisions, theyshall
contain a reference to this Directive or shall be accom-
panied by such reference on the occasion of their official
publication. The methods of making such reference shall
be laid down by Member States.

2 Member States shall communicate to the Commission
the text of the provisions of national law which they adopt
in the field governed by this Directive.

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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Oviedo, 4.1V.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 in mind the International Covenant on Civil 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 in mind the Convention 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 the methods by which that aim is to be pursued
is the maintenance and further realisation of human rights
and fundamental freedoms;

Conscious of the accelerating developments in biology
and medicine;

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
© Council of Europe.

Convinced of the need to respect the human being both
asanindividual and as amember of the human species and
recognising the importance of ensuring the dignity of the
human being;

Conscious that the misuse of biology and medicine 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
and medicine 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-
blyin this field, including Recommendation 1160 (1991) on
the preparation of a convention on bioethics;

Resolving to take such measures 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 and medicine,

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 human beings and guarantee everyone, with-
out discrimination, respect for their integrity and other
rights and fundamental freedoms with regard to the ap-
plication of biology and medicine.



Each Party shall take in its internal law the necessary
measures to give effect to the provisions of this Convention.

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 take appropriate measures with a view to pro-
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 Il 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 beforehand be 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, accordingtolaw,aminor does nothave the capac-
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 the minor shall be taken into consider-
ation as an increasingly determining factor in proportion
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
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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 The authorisationreferred to in paragraphs 2 and 3 above
may be withdrawn 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 a mental disorder of a serious nature may be sub-
jected, withouthis or her consent, to an intervention aimed
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 express his or her wishes shall be taken
into account.

Chapter Il Private life and right to information

Article 10 Private life and right to information

1 Everyone has therighttorespect for privatelife in relation
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

Tests which are predictive of genetic diseases or which serve
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 to modify the human genome may
only be undertaken for preventive, diagnostic or therapeu-
tic purposes and only if its aim is not to introduce any mod-
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, except where serious hereditary sex-related dis-
ease is to be avoided.

Chapter V Scientific research

Article 15 General rule

Scientific research in the field of biology and medicine 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-
tentbody after independent examination ofits 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 the conditionslaid downinArticle 16, sub-paragraphs

ito iv, are fulfilled;

the results of the research have the potential to pro-

duce real and direct benefit to his or her health;

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;

—

=

i
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ii the research entails only minimal risk and minimal
burden for the individual concerned.

Article 18 Research on embryos in vitro

1 Where thelaw allows research on embryos in vitro, it shall
ensure adequate protection of the embryo.

2 The creation of human embryos for research purposes is
prohibited.



Chapter VI Organ and tissue removal from living
donors for transplantation purposes

Article 19 General rule

1 Removal of organs or tissue from aliving person for trans-
plantation purposes may be carried out solely for the
therapeutic benefit of the recipient and where there isno
suitable organ or tissue available from a deceased person
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 Noorganortissueremoval maybe carried outonaperson
who doesnothave the capacity to consentunderArticle5.

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:

—-

there is no compatible donor available who has the

capacity to consent;

the recipient is a brother or sister of the donor;

the donation must 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.

=4

i

=
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Chapter VIl 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 for which it was removed, only if this is done
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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

The person who has suffered undue damage resulting from
an intervention is entitled to fair compensation according
to the conditions and procedures prescribed by law.

Article 25 Sanctions

Parties shall provide for appropriate sanctions to be applied
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 Norestrictionsshallbe placed on the exercise of the rights
and protective provisions contained in this Convention
other than such as are prescribed by law and are neces-
saryinademocraticsocietyin theinterest of publicsafety,
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 to grantawider measure of protection with regard to
the application of biology and medicine than is stipulated
in this Convention.
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Chapter X Public debate

Chapter XIll Amendments to the Convention

Article 28 Public debate

Parties to this Convention shall see to it that the funda-
mental questions raised by the developments of biology
and medicine 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, with membership 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.

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
Committee on Bioethics (CDBI), or by any other 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
each Partyto the present Convention whichisnotamem-
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
European CommunityisnotaPartyitmayberepresented
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
any proposal for a Protocol or for an amendment to a Pro-
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-
cordance with the provisions of Article 33 and to any State
invited to accede to itin accordance with the provisions of
Article 34.

6 The Committee shall examine the proposal not earlier
than two months after it has been forwarded by the Sec-
retary General in accordance with paragraph 5. The Com-
mittee shall submit the text adopted by a two-thirds ma-
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 Any amendment 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 one month
after the date on which five Parties, including atleast 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



after the date on which that Party has informed the Secre-
tary General of its acceptance.

Chapter XIV Final clauses

Manual for Research Ethics Committees

201

Article 33 Signature, ratification and entry into force

1 This Convention shall be open for signature by the mem-

ber States of the Council of Europe, the non-member
States which have participated in its elaboration and by
the European Community.

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.

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 Inrespect ofany Signatory which subsequently expresses
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, and by the unanimousvote of the representatives
of the Contracting States entitled to sit on the Committee
of Ministers.

In respect of any acceding State, 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
deposit of the instrument of accession with 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 the Secretary General of the Council of Europe,
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 the month following the expi-
ration of a period of three months after the date of receipt
of such notification by the Secretary General.

Article 36 Reservations

1 Any State and the European Community may, when sign-

ing this Convention or when depositing the instrument
of ratification, acceptance, approval or accession, make
areservation in respect of any particular provision of the
Convention to the extent that any law then in force in its
territory is not in conformity with the provision. 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 reservation mentioned 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 the month following the expiration of a period
of one month 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 Such denunciation shall become effective on the first day
of the month 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, any Party and any other State which has
been invited to accede to this Convention of:

a any signature;

b the deposit of any instrument of ratification, acceptance,
approval or accession;

¢ any date of entry into force of this Convention in accor-
dance with Articles 33 or 34;

d any amendment or Protocol adopted in accordance with
Article 32, and the date on which 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.

In witness whereof the undersigned, being duly authorised

thereto, have signed this Convention.

Done at Oviedo (Asturias), this 4th day of April 1997, in
English and French, 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
State of the Council of Europe, to the European Community,
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
Human Rights and Dignity of the Human Being with regard
to the Application of Biology and Medicine,

Council of Europe
Conseil de I'"Europe , * ,
*

*

*
* 4 K
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
themselves may bring to scientific knowledge and its med-
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;

Considering however that the instrumentalisation of hu-
man beings through the deliberate creation of genetically
identical human beings is contrary to human dignity and
thus constitutes a misuse of biology and medicine;

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 in Article 1 aiming to protect the dignity and identity
of all human beings,

Have agreed as follows:

Article 1

1 Any intervention seeking to create a human being 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.



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 Signatory may not ratify, accept or approve this
Protocol unless it has previously or simultaneously ratified,
accepted or approved the Convention. Instruments of rati-
fication, acceptance or approval shall be deposited with 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 Inrespect of any Signatory which subsequently expresses
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 State which
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.
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2 Such denunciation shall become effective on the first day
of the month 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
the member 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;

¢ any date 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.

In witness whereof the undersigned, being duly authorised

thereto, have signed this Protocol.

Done at Paris, this twelfth day of January 1998, in English
andin French, both texts being equally authentic, in asingle
copywhich 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 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 on certain provisions of the Conven-
tion on Human Rights and Biomedicine, in particular 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,
respectfor theirintegrity and otherrights and fundamen-
tal freedoms with regard to the application of biology
and medicine; Article 13, which provides that an inter-
vention seeking to modify the human genome may only
be undertaken for preventive, diagnostic or therapeutic
purposes and only if its aim is not to introduce any mod-
ification in the genome of any descendants; Article 18.1,
which ensures the protection of the embryo in vitroin the
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framework of research and Article 18.2 which prohibits
the creation of embryos for research purposes.

Cloning of cells and tissue is considered worldwide to be
an ethically acceptable valuable biomedical technique.
However, there are different views about the ethical ac-
ceptability of cloning undifferentiated cells 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 to clone human beings is based first and 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 cloned human offspring, thisis not considered
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 This Protocol does not take a specific stand on the admis-

sibility of cloning cells and tissue for research purposes
resulting in medical 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. The provisionsin this Pro-
tocol shallnotbe understood as prohibiting cloning tech-
niques in cell biology.

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
human being genetically identical to another human be-
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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Medical Research Council

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.

The MRC Policy and Procedure for Inquiring into Allega-
tions of Scientific Misconductis published separately.! 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 guidance? sets out the scientific and ethical
principles underpinning the conduct of research; this guide
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,

207
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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.’

For near-market projects sponsored by industry and
some other funders, the more rigorous requirements of
Good Laboratory Practice may be mandatory.* 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 Practice® 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

Contflicts 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 nothinginherently unethical in finding oneselfin a
position of conflict of interest; what is required is to recog-
nise the fact and deal with it accordingly.® 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.

Conlflicts 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

Allresearch 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.



* 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.

» Agreementin advance on who willbe writingany 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

Thelegal and ethical requirementsrelating to human par-
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
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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.

Astandard operating procedure (see 4.4) should be main-
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,” 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 Research® and
Human Tissue and Biological Samples for Use in Research:
operational and ethical guidelines.®
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.

* Primaryresearch data (and where possible/relevant spec-
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.®
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) doesnotnegate the need toretain 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-
bered pages orinan electronic notebook dedicated to that
purpose.
Machine print-outs, questionnaires, chartrecordings, au-
toradiographs, etc which cannot be attached to the main
record should beretainedin aseparatering-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



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.!”

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-
utable publications and/or present their results at 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;
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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,!! 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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e Authors must not publish the same data in different
journals.

6.4 Correction of errors and retraction
of published findings

e 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 Misconduct' 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 partin 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,

orin connection with MRCresearch 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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Good practice in research

This guidance sets out the standards expected of all doctors
workinginresearch 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-
linesissued by the Departments of Health and other author-
itative bodies. You must observe and keep up to date with
the laws and statutory codes of practice which affect your
work.
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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.



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
studyinto the causes, treatment or prevention ofill health
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, thatis 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
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committees abide by the guidance for local and multi-

centre research ethics committees!, whether they are

within the NHS, the university sector, the pharmaceu-
tical industry, or elsewhere?.

you must conduct research in an ethical manner and

one that accords with best practice;

« youmustensure that patients or volunteers understand

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;

youmust complete research projects involving patients

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;

youmustbe prepared to explain and justify youractions

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 fo 42 below.

7 Theprinciplessetoutin our guidance Good Medical Prac-
tice, Seeking patients’ consent: the ethical considerations
and Confidentiality: Protecting and Providing informa-
tion must 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, in designing, organising and executingresearch, you
must always put the protection of participants’ interests
first. You must:

* notputpressure on patients or volunteers to participate
in the research;

« ensure that no real or implied coercion is used on par-
ticipantswho arein a dependent relationship to you, 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
significant changes to, or deviations from, the protocol
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
committee®, 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
those payments and benefits approved by the research
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.

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.

The information? 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
receiving the treatmentbeingtested oris in the control
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.

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
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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.

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

24

25

26

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.

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.

You mustbe open and honest about any financial trans-
actionsassociated with the use oftissues, organs orbody
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.

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 (see Notes).

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

29

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, for example by discussing theissues with their
relatives or representatives, and reading any ‘living
will’ or other statements made by that person.

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 2001°.

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 study®. 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

about patients or volunteers, you mustnot allow anyone
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
ofidentifiable datainresearch, this factshould be drawn
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.



Projects which are not approved by research ethics
committees

35

36

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

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

38

39

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.

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.
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
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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 ifyou 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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45

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.

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

No one can give or withhold consent on behalf of an
adult with mental incapacity®. 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
atintervals 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
undertaken!®.

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

consentto, or refuse to participate in research, for exam-
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-
tioninresearchin an advance statementand their views
should be taken into account. Any refusal to participate
inaresearch 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.



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 isimpor-
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 considerations gives 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’'’.

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
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continuing, appropriate training at all stages of their
education and professional development.

60 If you have special responsibilities for supervision of
research or teaching'? 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
methods'3,

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
GMC™

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 actions'®.

64 Ifyou 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
toresearch 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

—

See Research Ethics Committees web site www.corec.org.uk

S}

‘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.

w

Department of Health Research Governance Framework for Health
and Social Care, March 01.
Consumers for Ethics in Research (CERES) gives advice on providing

i

information to research participants.
5, 7 In England and Wales
See our website for further guidance on Orders under the Health and
Social Care Act 2001
See GMC website.
9, 10 In Scotland you must take account of the terms of the Adults with
Incapacity Act 2000
Guidelines for the ethical conduct of medical 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-

[=2)

==}

1

—

vance to all doctors.
1

w

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




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,
WI1B 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, London W3 6NH.
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

Royal College of Physicians of London, 11 St Andrew’s Place,
London, NW1 4LE: http://www.rcplondon.ac.uk

Royal College of Psychiatrists, 17 Belgrave Square London,
SW1X 8PG: http://www.rcpsych.ac.uk
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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

Available on HMSOwebsite: 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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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 (BM]J,

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
outto 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

© 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
thattheyreflectadvances madein 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).



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-
ingliaison 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.

Observational cohort studies should normally include
appropriate comparator group(s). The comparator
group(s) will usually include patients with the dis-

(b
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ease/indication(s) relevant to the primary study drug
and such patients will usually be treated with alterna-
tive therapies.
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(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.
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

d

=

Research involving Human Subjects’, Royal College of
Physicians, 1990).

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-

—

(e

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.

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.

6§

-

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
also adhere to the currentguidelines for Phase IV clinical
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 requlatory 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) Theregulatory 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 notbe 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.

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.

(b
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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 ABPIL
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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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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 on medical 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
drugstudies. These published guidelines also acted asaba-
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. The membership of the Work-
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, and whose mental state is such
that he is able to understand and freely give valid consent
to the study. This definition embraces the term ‘healthy
volunteer’.

(© 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 Noreference was made in the 1970 or 1984 documents
to the payment which may be required by investigators in
non-patient volunteer studies. That was because the previ-
ous guidelines referred exclusively to medical 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-
tration of a new chemical entity required the programme of
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



healthy individuals depends upon not 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-
tirely evaluated in people who are apparently healthy, so the
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 therapeutic agents, the efficacy and related safety
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 should normally be equivalent to that which would be
undertaken in support ofa CTX or CTC for studies involving
patients atthe same stage ofamedicine’s development (Ref:
Guidelines on Data Needed to Support the Administration
of New Chemical 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 a medicine 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

3.1 Volunteers must be recruited of their own free will. 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
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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 be mentioned in a public notice. This
principle should apply wherever studies are conducted. No
member of staff, student or other persons should be made
tofeelunder obligation to volunteer, nor should theybe dis-
advantaged in any way 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
givinglegally valid consent. All volunteers must be fully and
properly informed so as to allow clear understanding of the
nature and purpose 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 registered medical practitioner
in charge of the trial may withdraw them at any time if he
considers it appropriate.

3.3 Allestablishments conducting volunteer studies must
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 the United 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



230

Manual for Research Ethics Committees

practitionerresponsible for the study who contacts the gen-
eral practitioner.

4.3 Volunteers should themselves be given a record card
which gives relevant details of the studies in which they
have taken partand dosages of drugs and details of radioac-
tive exposure for which there are safety limits which 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 a minimum of five
years after the study is completed.

5 Special groups

Pregnancy

5.1 Women of childbearing potential should not normally
be accepted as volunteers in early studies. In studies which
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 Asthe elderly may 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
metabolism may be different in the elderly, then the use of
elderly volunteers may be justified.

Mentally handicapped

5.4 Volunteer studies in the mentally handicapped cannot
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 discouraged especially as this
may lead to inappropriate repeated volunteering solely for
financial gain. Attention is therefore drawn to paragraph 3.3
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 payment may be made at the discretion of 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, and suitable for inclusion in the study against 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 studies must be supervised by a medical
practitioner fully registered in the United Kingdom, who is
a fully paid up member of a recognised medical defence



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 familiar with resuscitation techniques and capa-
ble of using the available equipment. He also has responsi-
bility for the well being of the volunteers and may withdraw
them at any time during the study.

7.4 Allvolunteers should be supervised during the admin-
istration of a medicine and for an appropriate period there-
after and advised to take appropriate precautions should
the known or suspected effects of the medicine so demand.
For example, any volunteer taking a medicine which is
likely to cause drowsiness should not be allowed to drive or
work with dangerous machinery 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 Theinitial dose in the first study of a new chemical en-
tity should be well 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 Safeguardsregarding communicable diseases mustbe
taken to protect the volunteer, the investigator and all 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 Anyadverse events occurring during a volunteer 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
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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 available within each centre, as
suggested by the Medicines 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 Ethics Committee 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
alicensed product. These will 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 the preparation 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 Allstudiesinvolvingthe administration of substances
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
sign a simple form of agreement that records the basis upon
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
depending upon which 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) deal with theissue of confidentiality and the agreement

of the volunteer to disclosure of information generated

by the study.

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

iv

=

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 toit, to the effect that he has counselled the volun-
teer on the study and given the volunteer the opportunity 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 information document
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 be used if assistance or advice is required;

¢ 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 thatthe study has been subject to review by 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



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-
sue aclaimon the basis of either negligence or strictliability
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 contractor may have caused or contributed to the injury
by the volunteer. A volunteer can reasonably expect that
compensation will be paid quickly and that any dispute re-
garding who will finally bear the cost of the compensation
paid to him will be resolved separately by the other parties
to the research.

11.9 Itisrecommended that a simple arbitration clause is
included as part of the provisions concerning compensa-
tion for injury, whereby any difference or dispute in relation
totheimplementation of the compensation provisions may
be resolved with a minimum of formality.

11.10 Amodelagreement, whichis drawn on the basisthat
the pharmaceutical company is conducting the research
in-house, appears as Appendix B. Where the research is per-
formed elsewhere two documents may need preparation,
the first dealing with the provisions relating to compensa-
tion for injury and the second dealing with all other matters
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
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development of most new medicines. These guidelines aim
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, it would
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 known my 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 understand my
rights under the Access to Medical Reports Act 1988.

May 1990
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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-
Patient Volunteer Studies and are a standard towards which
the ABPIwould expectavolunteer facility to aim prior 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 The unitshould belarge enough to allow the separation
of ward, laboratory, administration, catering and toilet
facilities.

(© 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 easy movement 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
adequate monitoring 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 of work to be undertaken. The following
requirements are preferred although not all are
essential.

(a) Postgraduate medical qualification, eg MRCP,
FRCS.



(b) Three years post full registration experience.

(c) Experienceofatleast2yearsasaclinical phar-
macologist in industry with maintained clini-
cal contactand supervision by an experienced
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 with modern 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 Atleastoneadditional back-up medically qualified staff
who should also meetthe requirements of2.1.1.t02.1.3.
above should be available and close at hand.

2.3 Where the size of the unit justifies, amedically qualified
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) atleast2 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) apostgraduate medical diploma or qualification or
accreditation in medicine or clinical pharmacol-
ogy, and be conversant with emergency and resus-
citation procedures.

2.4 One or more 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.
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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
avolunteer 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 to hos-
pital facilities.

3.1.3 Astandard operating procedure for providing ade-
quate medical cover for the volunteers 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 Astandard operating procedure that ensures that
adverse drug reactions and adverse events are re-
ported withoutdelay, so that other ongoingstudies
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 someone who
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) Alarm call system for 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-
coselevels, but onlyif studies are to be conducted using
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 ECG monitor/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 the correct and accurate preparation and
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
butimmediately accessible when required. The emergency
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 Alist of the expiry dates or shelf life of the medicines,
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
appropriate medicine storage facilities, staffand equip-
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
domesticstaffto ensure that study procedures and doc-
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
dataare keptinsecure, locked, fireproof metal cabinets.
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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 “principalinvestigator”,who hasthe prime
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

1.3

modification of the standard patient treatment is in-
volved (e.g. therapeuticresearch, clinical trials), there is
aclear 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.

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

(© Central Office for Research Ethics Commitees.

1.4

therapeutic research, and therefore each project needs
to be considered individually].

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

2.2

2.3

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 isno need for someone to be designated as alocal
researcher. Many LRECs themselves have questioned
the need for alocal 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.

A working party was established to look at the complex
issues and possible solutions. It was chaired by Dr Hugh
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.

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) Itis currently well accepted that collection and analysis
of some data does not require review by a NHS Research
Ethics Committee. Examples would be the Adverse Drug
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) Investigatorsdonotneedtoobtaininformed consentto
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
find outifethical reviewis required, and ifsowhetheran
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 contactlocal 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) Itremains 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) Anexample mightbe arequestto collect further data,
or a sample of blood to be analysed at the principal
investigator’s laboratory for research purposes. The
principalinvestigator should apply to the same MREC
that approved the establishment of the database.
(i) 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

* theinformation tobe made available to theresearch
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
research subjects before theygive consent, oratalater
date.

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-
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tral research team themselves may carry out the
procedures that the MREC has approved, and for
which consenthasbeen given by the research subject.
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, and thatindemnityissues have been adequately
addressed.

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.
The local clinician will provide the samples/data to
the researchers but will play no other part in the re-
search.
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.
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.
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/sheisnot contravening the legal or regulatory
requirements of any part of the UK in which the data
or research material are collected, stored or used.
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(xii) Iftheresearchrequiresachangeintherapy, more sub-

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)

(iii)

(iv)

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.

The MREC will wish to review the ethical issues of
researcher access to the existing database for new pur-
poses.

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
the data are collected, stored or used. He should do this
in full and active collaboration with the guardian of the
database.

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




Medical devices regulations and research ethics committees

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

MEDICAL DEVICES REGULATIONS AND
RESEARCH ETHICS COMMITTES

Background

A series of three Medical Devices Directives, regulating the
safety and marketing of medical devices throughout the
European Community, started to come into effect from
1January 1993. These Directives will eventually replace ex-
isting national systems in each Member State.

The Active Implantable Medical Devices Regulations
1992 (SI No 3146), which covers all implantable powered
devices e.g. pacemakers, and which implements the provi-
sions of the Active Implantable Medical Devices Directive
90/385/EEC, came into effect on 1 January 1993. The Med-
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 Devices Directive (93/42/EEC) came into effect on
1 January 1995. The In Vitro Diagnostic Medical Devices
Regulations 2000 (SINo 1315), which covers any equipment
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 7 of June 2000.

Regulatory Procedures

Under the provisions of these Regulations, no medical de-
vice with (with the exception of custom-made devices) may
be placed on the market in the EC without a CE marking.
In order to obtain this marking, the manufacturer must

Medical Devices Agency

go through a conformity assessment procedure to con-
firm that the device in question complies with the relevant
Essential Requirements relating to safety and performance.

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
being produced, evidence from a specifically designed clin-
ical investigation may be required in order to demonstrate
that the device achieves its intended purpose as claimed by
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 the Devices 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
UKthis is the Medical Devices Agency of the Department of
Health. The Competent Authority then has 60 days in which
to make an assessment of the information supplied as part
of the notification and inform the applicant of any grounds
for objection within that time period. Performance evalua-
tion studies of in vitro diagnostic medical 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
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investigation notification must contain a copy of the opin-
ion of the relevant Multi-centre Research Ethics Committee
(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, the Competent 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 the manufacturer 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
wish to contact the manufacturer directly, requesting a copy
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:

HMSO Books (Agency Section), HSMO Publication Centre,
51 Nine Elms Lane, London SW8 5DR

Tel: 020 7873 9090

Fax: 020 7873 8200
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Executive summary

Introduction

Thisis asummary of the main points contained within NHS
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 covers NHS 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 defined as “a breach of duty of care by
members of the health care professions employed by NHS
bodies or by others consequent on decisions or judgements
made by members 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 term health 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

NHS bodies 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 an NHS body 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,notemployed under a contractofemployment
and who may 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

NHS Indemnity covers negligentharm caused to patients or
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 now or in the future.

Expenses met

Where negligence is alleged, NHS bodies are responsible
for meeting: the legal and administrative costs of defend-
ingthe claim or, ifappropriate, of reaching a settlement; 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, whetherbyaction orinaction, advice given
or failure to advise;

2.3 Such a breach must 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 ‘... aliability in tort owed by a member 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’.



2.4 Any loss sustained as a result of the injury and com-
plained about by the person treated must be of a kind
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through membership of the Clinical Negligence Scheme
for Trusts (CNST - see EL(95)40).

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-
calnegligence and does not coverindemnity for any other
liability such as product liability, employers liability or li-
ability for NHS trust board members.

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.

Other terms

4 Throughout this guidance:

4.1 The terms “an NHS body” 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 opticians wor
ing in a hospital setting, members of professions
supplementary to medicine and dentistry, am-
bulance personnel, laboratory staff and relevant

Who is not covered

9 NHS Indemnity does not apply to general medical
and dental practitioners working under contracts for
services. General practitioners, including GP fundhold-

technicians, ers, are responsible for making their own indemnity

arrangements, as are other self-employed health care

L. professionals such as independent midwives. Neither
Principles

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 Examples of circumstances in which independent prac-
titioners or staff who normally work for private employ-
ers are covered by NHS Indemnity are given in AnnexA.
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
AnnexA.

5 NHS bodies are legally liable for the negligent acts and
omissions of their employees (the principle of vicarious
liability), and should have arrangements for meeting 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 toan NHS body to provide services to persons
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 harm has occurred. They should not seek to recover
their costs either in partorin full from the health care pro-

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:

fessional concerned or from any indemnities they may
have. NHS bodies may carry this risk entirely or spread it
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12.1 whenever they are receiving an established treat-
ment, whether or notin accordance with an agreed
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 apply where research
is sponsored by pharmaceutical companies. See
Annex B.)

Expenses met

13 Where negligence is alleged NHS bodies are responsible
for meeting:

13.1 thelegal and administrative costs of defending the
claim and, ifappropriate, of reaching a 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 the damages agreed or 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, using professional defence organizations or others
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 questions most commonly
asked about NHS Indemnity.

1 Who is covered by NHS Indemnity?

NHS bodies are liable at law for the negligent acts and omis-
sions of their staff in the course of their NHS employment.
Under NHS Indemnity, NHS bodies take direct 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
patients NHS Indemnity will apply whether 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?

NHS bodies are vicariously liable for the work 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
itwould be outside the contract of employment. The hospi-
tal doctor and the general practitioners concerned should
ensure that there is appropriate professional liability cover.



6 Is a GP seeing a patient in hospital covered?

A GP providing medical care to patients in hospital under a
contractual arrangement, eg where the GPwas employed as
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 cover would be appropriate. 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-
priate professional liability cover as NHS indemnity will not

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 and NHS 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?

NHS bodies will not be responsible for a health care profes-
sional’s private practice, even in an NHS hospital. However,
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where junior medical staff, nurses or members of profes-
sions supplementary to medicine are involved in the care of
private patients in NHS hospitals, they would normally be
doing so as part of their NHS contract, and would 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
and midwives), GDC (dentists) CPSM (professions supple-
mentary to medicine) and RPSGB (pharmacists). It is the
responsibility of the practitioner concerned to take out pro-
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 their NHS employment
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-
mentand that these trials have the required Research Ethics
Committee approval. Fornon-negligentharm, see question
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 LREC members.

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
could be offered. NHS bodies may not offer advance 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 industry are set outin Annex B. Other inde-
pendent sector sponsors of clinical research involving NHS
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. The MRC 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 harm where 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 of NHS 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.



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-
cerned may 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” or provided by an external agency, doing the work
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 the work
is being done as part of a formal agreement between the
trusts, then the staff involved will be acting within their
normal NHS duties 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.
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27 Are voluntary workers covered?

Where volunteers work in NHS bodies, they are covered by
NHS Indemnity. NHS managers 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 an NHS contract. Potential students making prelim-
inary visits and school placements should be adequately
supervised and should not become involved in any clinical
work. Therefore, no clinical negligence should arise on their
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 the NHS, they are responsible for making 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 a duty of care to the patients on whom the technique is
demonstrated and so NHS indemnity will apply. NHS bod-
ies, therefore, need to make sure that theyare keptinformed
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
European Communities (Recognition of Professional Qual-
ifications) Regulations 1991 which implements EEC Direc-
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 administration of 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 that NHS bodies enterinto appropriate agree-
ments which will provide indemnity against claims and

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(1)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 the Practice of Ethics Committees in Medical
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 study may be 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.



DDX. Further particulars of these arrangements are
provided in Medicines Act leaflet MAL 30: A guide to the
provisions affecting doctors and dentists (DHSS: 1985).
Participants in a clinical study may suffer adverse effects
due to the drug or clinical procedures. The appendix to
this annex is a model form of agreement between the
company sponsoring astudy and the NHS body involved,
which indemnifies the authority or trust against claims
and proceedings arising from the study. The model agree-
ment has been drawn up in consultation with the Asso-
ciation of the British Pharmaceutical Industry (ABPI).
This form of indemnity will not normally apply to clinical
studies which are not directly sponsored by 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.
The NHS body will also carry full legal liability for any
claims in negligence (or compensation under the indem-
nity will be abated) where there has been significant non-
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.
The form of indemnity may not be readily accepted by
sponsoring companies outside the UK or who are not
members of the ABPI. NHS bodies 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.

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 undertaken under its auspices with 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
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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. The NHS body will 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 a multi-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 lodged with 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-
pateinthe above sponsored study (“the Study”) 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 from time to time with the agreement
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
and agents against all claims and proceedings (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 employees or agents for personal injury (including
death) to Subjects arising out of or relating to the ad-
ministration of the product(s) under investigation or
any clinical intervention or procedure provided for or
required by the Protocol to which 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 claim or 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-
stances and shall keep the Authorityreasonablyinformed
ofdevelopmentsinrelation to any such claim or proceed-
ing made or brought against the Sponsor alone.

The Authority and the Sponsor will each give to the other
such help as may reasonably be required for the efficient
conductand prompthandling of any claim or proceeding
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 Industry and entitled “Clinical Trial Compen-
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



clear to the Subjects that the Study is being conducted
subject to the applicable Association Guidelines.

9 Forthe purpose ofthisindemnity, the expression “agents”
shall be deemed to include without limitation any nurse
or other health professional providing services to the Au-
thority under a contract for services or otherwise and any

SsIGNED on behalf of the Health Authority/Health
Board/NHS Trust

SIGNED on behalf of the Company

© Crown Copyright
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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.

Chief Executive/
District General Manager

* Delete as appropriate

Produced by Department of Health
11472 Comm 1500 2P Oct 97 SA (CWP)
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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 Compensationshould be paid to achild injured in utero
through the participation of the subject’s mother in a
clinical trial as if the child were a patient-volunteer with
the full benefit of these Guidelines.

1.4 Compensation should onlybe paid for the more serious
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.

(© Association of the British Pharmaceutical Industry.

1.5 Where there is an adverse reaction to a medicinal 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 compensation may 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 the medicinal 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.'



2.3

2.4

These Guidelines do not apply to injury arising from
clinical trials on marketed 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
result of procedures undertaken in accordance with the
protocol (but not any product administered) to which
the patientwould nothave been exposed had treatment
been other than in the course of the trial.

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 appropriate Medicines 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

3.2

3.3

3.4

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.

No compensation should be paid for injury caused by

other licensed medicinal products administered to the

patient for the purpose of comparison with the product
under trial.

No compensation should be paid to patients receiving

placebo in consideration of its failure to provide a ther-

apeutic benefit.

No compensation should be paid (oritshould be abated

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 consistent with the
quantum of damages commonly awarded for similar
injuries by an English Court in cases where legal liabil-
ity is admitted.

Manual for Research Ethics Committees

255

4.2

4.3

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 participation may 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.
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

5.2

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 any med-
ical records relevant to the claim, the company should
consider the claim expeditiously.

The undertaking given by a company extends to in-
juryarising (at whatever time) from all 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 30? concerning the the trial is being conducted subject to the ABPI Guide-

desirability of doctors notifying their protection society lines relating to compensation for injury arising in the

of their use of unlicensed products. course of clinical trials and have available copies of the
5.3 The fact that a company has agreed to abide by these Guidelines should they be requested.

Guidelines in respect of a trial does not affect the right
of a patient to pursue alegal remedy in respect of injury
alleged to have been suffered as aresult of participation. REFERENCES
Nevertheless, patients will normally be asked to accept

that any payment made under the Guidelines will be in 1 Guidelines for Medical Experiments in Non-patient Human Volun-
full settlement of their claims. teers, ABPI March 1988, as amended May 1990.

5.4 A company sponsoring a trial should encourage the in- 2 MAL 30 - A Guide to the Provisions affecting Doctors and Dentists,
vestigator to make clear to participating patients that DHSS, (Revised June 1985).

The Association of the British Pharmaceutical Industry
12 Whitehall London SW1A 2DY
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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

Royal College of Nursing

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 in mind funda-
mental principles which must inform all research. In order
to do this, guidance is needed to ensure that the nurse, now
anactive andinvolved participantin health-care teams, 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 research projects. It is written with clarity and
balance and will provide an excellent starting point for any
nursing practitioner who is contemplating initiating or be-
cominginvolved in research. By identifying core valuesin a
readable and intelligible way, this pamphlet should prove to
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
guidelines need to be revised once more after only five years
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
Ethics Sub-group ofthe RCN Research Society. 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
upon the structure and work that was done for previous edi-
tions and we would like to pay tribute to the work done by
our predecessors. Although the booklet has been written to
address the needs and concerns of nurses who are 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 new multicentre 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
concerned with ‘informed consent’ and we 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. Those who wish 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, and we will take these into account when we carry
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
thereisaninherentimbalance of power in favour of the pro-
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
and practice skills up to date by keeping abreast of the liter-
ature in their field. This may 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.



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.

The principle 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.

Although responsibility for decisions about practice 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.

Allresearch involving humans is carried out at some cost
to the participants. This cost may seem trivial, requiring
no more 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
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themselves, Such an argument, from what Evans and Evans
(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”.

Itis this vulnerability of human research participants and
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.

These are all necessarily quite broad concepts, 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 the participation of nursesinresearch isimportant and
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 is most likely to become apparent only some
time after the completion and publication of the work, often
because of the time lag between the completion of 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 and critical and analytical
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 with malignant 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 from distressing 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 the heart of the doctrine of informed consent
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. Informed consent means that those who participate
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 study may mean that it is not possible to fully inform
potential participants without 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 we would prefer to keep private, but it is precisely
these aspects which may be the subject of many research



studies. We are used to divulging personal information,
in the context of a professional relationship with a nurse,
doctor, or solicitor, but such information isimparted on 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, few people would 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 receiving an 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
whichresearchis undertaken, those who do research, those
who supervise the process of research and those who utilise
thefindings of research all have the responsibility for ensur-
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
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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 that may confront
nurses whose role in any way brings them into contact with
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
well as professional and moral ethical codes. The guidelines
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 each health authority in England and Wales! 2 to set
up a local research ethics committee (LREC). These com-
mittees were given the authority to review and approve re-
search proposals involving patients and healthy volunteers
within the NHS. The committees are composed of a mixture
of lay and professional members. Researchers are denied
access to NHS patients without the approval of the relevant
LREC and all nursing research proposals which involve or
affect patients and/or healthy volunteers (including some
projects which may be ‘classed’ as audit) should be 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 regional NHS executive R&D offices. The working
relationship between LRECs and MRECs is described in the
flow chart in Appendix 2.

Guidelines for nurses undertaking research

Nurses undertake research in a number of capacities. This
may be as principal investigator on a project they have been
commissioned to carry out, as research student for an aca-
demic qualification, or as a member 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, compatible with 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

! For Scotland, NHS Circ 1992(Gen)3.

2 For current procedures in Northern Ireland contact the Information
and Research Policy Branch, Dept of Health and Social Services, Belfast.

3 For Scotland, NHS MEL(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 and make
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
team are 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
minimising potential sources of bias, recording data 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
should be 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 Nurseswho are principalinvestigators should ensure that
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.
This makes 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 Researchers have aresponsibility to indicate in their final
report any ways in which their involvement, interactions
orinterventions may have affected the participantsin 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 about methods 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



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 Formalagreementshould be obtained before names are
cited and copyright regulations should be strictly fol-
lowed inrelation to the use of quotations 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 conditions must all be met. 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-authors*.

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

—

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

* 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.
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studies are sometimes necessary 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
should also be informed of any problems of an ethical na-
ture which occur during the data collection. The MREC
and/or LREC should be notified when any 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 Tt 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 team members are aware of and understand 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 other way in the research. This requires that the re-
searcher explain as fully as possible, and in terms mean-
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



264

Manual for Research Ethics Committees

exceptions, see Guidelines 7 and 8 below). (See Appendix
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 to withdraw from the study at any
time without the quality of their care or other rights being
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,
people who are mentally impaired or have a learning dis-
ability should not be participants in a research study if
the research could equally be carried out on other 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 Inresearch 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
Ethics Committees in Medical Research Involving Human Subjects. 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 consent must 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 the dissemination of 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 in patient compliance which may vitiate the
findings from the research study (for example, patients
reporting that they have taken medication 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.



4 The terms and conditions under which 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 kept with
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, how much autonomy he/she has, the lines of
communication and the means of settling any problems
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 and must 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-
posed departure from the plan of investigation and con-
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 interim reports and may exercise the right to see
thefinal reportbeforeitsrelease and publication. 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 Nurses who have aresearch 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,
agreement must be reached in advance with those who
are directly responsible for patient care and/or service
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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 or medical 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
thatindividual being excluded from participation 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

patientsin clinical areas where research may be carried out.

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 by which voluntary in-
formed consent will be obtained from participants.
Particular attention should be given to situations in
which the participants may be in a special or vulnera-
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 employing or managing a research worker should
ensure that the person employed has the necessary 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 Anypromises of anonymity or confidentiality given to 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 Nurse managers who agree to aresearch 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 findings must 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

The higher profile of research activity in the NHS has meant
that increased numbers of nurses are working in areas
whereresearchisbeing carried out by manydifferenthealth
professionals. The following guidelines are intended for
clinical nurses practisingin settings where research 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;

* Acting as witness thatinformed consenthas been given
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 in an ethically acceptable way. To comply with

these responsibilities the nurse should always:

(a) Checkthecontentofanyinformation sheetto 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 to keep,
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 responsibility might 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 Nursesactingas data collectors must recognise the impli-
cations of this dual role and, in particular, those which re-
late to confidentiality of data. Information aboutresearch
participants, which is confidential to them as nurses,
should not be made available to the research team unless
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



purpose, without permission of the principal investiga-
tor, who in turn requires the consent of the research
participant.

4 Nurses invited to participate in research studies must en-
sure that they are competent to carry out the required
procedures.

5 Nursesinvited to participate inresearch trials of commer-
cial products must satisfy themselves that the research
design is sound and that the study is based on ethical
principles. If these trials involve patients or clients within
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 Nurses with the authority to commission research within
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
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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 guidelines will depend
on several factors, including the time commitment of the
supervisor, the experience of the researcher and whether
or not the project forms part of an academic award. This
can avoid later problems arising from misunderstand-
ings and misgivings.

2 Nurses supervising research should be aware of the ethi-
cal principles underpinning research and should provide
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-
search proposalisin anacceptable format for submission
to any internal and external committees.

6 Nurses supervising research should ensure that the re-
search proposal has been approved by all the appropriate
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/MREC prior 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-based practice has meant thatnurses should base

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.



Ethical principles for conducting research
with human participants

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’
(g.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

Theissue 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
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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

Implementation

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), solong
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.

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 Inrecent 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-
cientknowledge 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

271



272

Manual for Research Ethics Committees

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
partin, or remain in, an investigation.

3.7 The payment of participants must not be used to in-
duce them toriskharm beyond that which theyrisk 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
participantsis unacceptable if the participants are typically
likely to object or show unease once debriefed. Where this
isin 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-
jectof 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 Debriefingdoesnotprovideajustification forunethical
aspects of any investigation.

5.3 Some effects which maybe 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



draw this point to the attention of those exerting such
pressure. Participantsin psychological research have aright
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
thanin ordinarylife, 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 Inresearch 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
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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-
served by strangers. Additionally, particular accountshould
be taken oflocal cultural values and of the possibility of in-
truding upon the privacy of individuals who, even while in
anormally public space, may believe they are unobserved.

10 Giving advice

10.1 Duringresearch, 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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Guidance notes

The British Sociological Association gratefully acknowledges
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
that mightarise in the course of their professional activities.
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
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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
the conduct ofsocial research, members should themselves
recognise theboundaries of their professional competence.
They should not accept work of a kind that they are not
qualified to carry out. Members should satisfy themselves
that the research they undertake is worthwhile and that the
techniques proposed are appropriate. They should be clear
about the limits of their detachment from and 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.



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 the use to which 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
particularlywhere power is being abused, obligations of
trust and protection may weigh less heavily. Neverthe-
less, these obligations should not be discarded lightly.

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.

() Research participants should be made aware of
theirright to refuse participation whenever 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-
gathering devices such as tape recorders and video
cameras. Sociologists should be careful, on the one

b
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hand, not to give unrealistic guarantees of confi-
dentiality and, on the other, not to permit commu-
nication of research films or records to audiences
other than those to which theresearch participants
have agreed.

(iii) Where thereisalikelihood thatdata maybe shared
with other researchers, the potential uses to which
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 to be taken during periods of prolonged field-
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 situations mem-
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 gatekeeper may continue long
after the sociologist has left the research setting,
care should be taken not to disturb that relation-
ship unduly.

[c] Itisincumbent upon members to be aware of the possi-
ble consequences of their work. Wherever possible they
should attempt to anticipate, and to guard against, 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.

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

(d

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, should attempt to minimise disturbance 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.

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-
search participants are ill or too young or too old to par-
ticipate, proxies may 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
would object to supplying certain kinds of 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-
erful or secretive interests. However, covert methods violate
the principles of informed consent and may invade the pri-
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
other methods 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-
tained prior to the research it should be obtained post-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 it may 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
anonymity of research data should be anticipated by re-
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. Appropriate measures 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 those possessing a combination of attributes
which make them readily identifiable, may need to be
reminded that it can be difficult to disguise their iden-
titywithoutintroducing an unacceptablylarge measure
of distortion into the data.

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

[c

their obligations in this respect. By the same token,
sociologists should respect the efforts taken by other 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 be made aware that it may not
be possible to avoid legal threats to the privacy of the
data.

There may be less compelling grounds for extending
guarantees of privacy or confidentiality to public organ-
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. Duringtheirresearch members should avoid, where they
can, actions which may have deleterious consequences for
sociologists who come after them or which might under-
mine the reputation of sociology as a discipline.

[d

Relations with and responsibilities towards sponsors
and/or funders

A common interest exists between sponsor, funder and so-
ciologistaslongasthe aim of the social inquiryis to advance



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 should attempt to ensure
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-
gations of funders and researchers where possiblein the
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.

Members should also recognise their own general or
specific obligations to the sponsors whether contractu-
ally defined or only the subject ofinformal and often un-
written agreements. They should be honest and candid
about their qualifications and expertise, the limitations,
advantages and disadvantages of the various methods
of analysis and data, and acknowledge the necessity for
discretion with confidential information obtained 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.

b

2 Pre-empting outcomes and negotiations about
research

[a] Membersshould notacceptcontractual conditionsthat
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
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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 furnished with information by
the funder who may legitimately require it to be kept
confidential. Methods and procedures that have been
utilised to produce published data should not, 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.

In some political, social and cultural contexts some

sources of funding and sponsorship may be con-

tentious. Candour and frankness about the source of
funding may create problems of access or co-operation
for the social researcher but concealment may have se-
rious consequences for colleagues, the discipline and
research participants. The emphasis should be on max-

[c

imum openness.

[d] Where sponsors and funders also act directly or indi-
rectly as gatekeepers and control access to participants,
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, members must make every reasonable effort to
complete the proposed research on schedule, 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 BSA members 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.

APPROVED AGM 92; AMENDED AGM 93 (draft
amendments added December 1996).
bsamisc\ethgu2.doc
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MRC

Medical Research Council

Human tissue and biological samples for use in research

Operational and Ethical Guidelines

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.
Alsoitwas 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,
arelisted 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 discus