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Introduction

The overall aim of this work is to provide a reference book
which describes the general framework for conducting GCP-
compliant clinical research, particularly pharmaceutical
industry clinical research. Hopefully, it is written in simple
enough language so that it is readable to those who are new to
the business: however, we have also included many examples
from our years of practice to sustain the interest of a more
experienced group. Pharmaceutical industry personnel (e.g.
monitors, data management personnel, statisticians, medical
advisers, and study medication or device suppliers from both
sponsors and CROs) will find many helpful hints and examples
of how the situation can go awry. We also hope the book will be
of value to new and experienced personnel at clinical study sites
including investigators, research nurses, study site co-ordinators,
clinical laboratory staff and pharmacists. Members of ethics
committees and IRBs should find this reference book useful to
increase their understanding of how clinical research operates
from the perspective of the pharmaceutical industry, and
auditors and inspectors will especially find the book helpful
because of the numerous references to audit findings. There
might be interest from an academic perspective as well.

First of all, we should make it clear that in our opinion there is
no such thing as a fully GCP-compliant clinical study. It is
almost impossible to achieve the ideal proclaimed in the
existing guidelines and regulations. However, this does not
meah we should not strive for the best standard possible. You
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must think beyond the ‘minimum standard’ if you really want to
do a good job and ensure the best quality possible. Slavish
adherence to guidelines and regulations will not work: you
must be convinced of the basic logic, ethics and science behind
GCP requirements. Going for the most expedient and cheapest
route will not only result in a poorer standard but it may also
cost lives.

How much non-compliance should we tolerate? In 1996, we
published a book on GCP compliance based on the findings of
our audit experience at 226 investigator study sites, involving
studies conducted in 20 different countries, and audited by an
independent external audit team between 1991 and 1995. GCP
compliance was compared for various factors and the data
patterns suggested some interesting trends. First, the overall
level of GCP compliance was generally poor across all investiga-
tor study sites and far below the expectations of guidelines and
regulations. (In many areas, the studies were possibly dangerous
for study subjects, in our opinion.) Second, there were no impor-
tant differences in studies with regard to the year in which the
study was conducted. Basically, all the new regulatory efforts,
particularly in Europe, did not show a positive effect on stan-
dards. (However, a survey over a five- to six-year time period
is possibly too limited to draw conclusions on this point.)
Third, there were no important differences in studies which
used a CRO (contract research organisation) compared to those
which did not. This appears to be because CROs simply follow
the standards of the sponsor responsible for the conduct of the
study rather than setting consistent and better standards them-
selves. Fourth, some slight differences between phases of
studies were observed, with better compliance in early phase
studies. However, this should not be surprising since a Phase I
single-centre study with 20 subjects is much easier to control
than a Phase III multicentre multinational study involving
several hundred study subjects. Fifth, there were some slight
differences between therapeutic areas, but this was probably
linked to the standards of the sponsor or CRO managing the
studies. Sixth, overall, there were no basic overall differences
between levels of GCP compliance in different countries.
(However, a later analysis of selected items showed some indivi-
dual differences between countries: for example, direct access to
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source documents was achieved 100% of the time at US sites, but
not as frequently in other countries.) The only apparent impor-
tant differences in levels of GCP compliance were between the
different sponsors (mostly pharmaceutical companies)
managing the studies. The main conclusions reached from
analysis of this audit database were that overall standards of
GCP compliance greatly needed improvement, and that stan-
dards were only as good as the sponsor managing the study
regardless of where in the world the study was being conducted.
In theory, good research could be conducted anywhere provided
it was managed properly.

There is a desperate need to fill the educational gaps in our
understanding of GCP. Frankly, we are often appalled at
how little those who are doing the job understand their respon-
sibilites. CONDUCTING GCP-COMPLIANT CLINICAL
RESEARCH IS A SERIOUS UNDERTAKING. The welfare of
current study subjects and future patients is at stake and we
must never underestimate that the application of GCP requires
continuous vigilance and care. We must get our priorities
straight first. Investigators complain that ‘all this GCP is
ruining real science’. The pharmaceutical industry complains
that GCP requirements make drug development more expensive
and more time-consuming. FEthics committees and IRBs
complain (rightly) that they do not simply exist to take care of
the pharmaceutical industry and anyway, who is educating
them with regard to the new regulations and guidelines?
Perhaps the smallest voice of objection has come from the
hundreds of thousands of study participants, those for whom
we should be most concerned about achieving the right stan-
dards. However, the latter situation is changing and the
protests of consumer groups, patient advocates, and those who
must pay for our healthcare, are probably most responsible for
the emergence of the many new guidelines and regulations in
the last 15-20 years. (In the United States, these changes
occurred much earlier.) The study subject obviously has the
most to lose from non-compliance with GCP and we have tried
hard to look at GCP from the point of view of what is best for
the study subject throughout this book.

Many complain that GCP is a boring topic. We try to
overcome this in training courses by providing as many practical
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examples as possible. In this book, we have also taken the same
approach. At the end of each chapter, there is a ‘case study’
describing all the serious findings of GCP non-compliance at a
particular study site. Further, throughout the book, there are
‘anecdotes’ describing incidents which might help the reader
understand certain points. All of these reports are based on true
events, but the reader will understand that we have had to anon-
ymize these as much as possible and must forgive us for a few
generalisations. Lists of requirements, which might be tedious if
they are not relevant to a particular situation, have been
presented in checklists so that they can be skipped in the first
reading and referenced at a later point. (These checklists are not
exhaustive but they might provide a helpful starting point for
preparing standard operating procedures.) We have also
included our audit findings throughout the text to emphasize
the levels of non-compliance with certain requirements. As inde-
pendent auditors, we are in a wonderful position to be able to
present the negative findings as openly as possible. Obviously,
it would be difficult for sponsor and CRO personnel, and site
personnel, to publicly criticise their operations. We hope
readers will resist the temptation to dismiss negative findings.
Criticism is not intended to be anti-industry or anti-research - it
is intended to be pro-patients. After all, this is what GCP is all
about.
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CHAPTER 1
The Current Rules for
Conducting Clinical Research

Clinical research must be conducted according to a set of stan-
dards which has been formalised in many international guide-
lines and regulations. The ultimate aim is to protect all
research participants and assure that only worthwhile treat-
ments are approved for use for future patients. GCP principles,
although quite straightforward, are not easy to implement
(section 1.1.).

One could ask why we need a set of rules if the requirements
are so obvious — after all, reasonably intelligent people at all
levels are managing the research activity and surely all physi-
cians consider protection of patients as their primary objective.
Unfortunately, experience has shown that the requirements are
much more complex than they appear and there are serious
conflicts of interest. Pharmaceuticals companies obviously
develop products which will make profits, investigators are
paid to conduct clinical research, patients in some types of
studies may be paid to participate and even ethics committees
operate to make a profit (e.g. some IRBs in the USA). Thus the
public has demanded some control and regulations have arisen.
A brief summary of existing regulations is presented in this
chapter, but we hope otherwise, throughout this book, to
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appeal to a sense of logic, science and ethics which we can all
understand (section 1.2).

To make sure the standards for clinical research are set before
studies begin and to check on those standards, many systems
and process must be established. These are formally undertaken
by pharmaceutical companies and CROs in the form of project
planning, SOPs, training, monitoring, data processing, etc.
(section 1.3).

Where there are regulations, there are usually systems to
check on conformity with those regulations. The procedures of
auditing and inspection are the most valid means of checking
on compliance as they are required, by definition, to be
conducted independently of the clinical study process. Auditors
and inspectors are supposed to be unbiased in their review.
Auditing is usually undertaken by the organisation conducting
the research to check on compliance with their own standards
and basically to pre-empt the inspectors. Inspectors are there in
the interests of the public: they are supposed to be independent
of the researchers and other participants, such as ethics commit-
tees (section 1.4 and 1.5).

The ultimate in GCP non-compliance is fraud. Although this is
a negative topic, and most of us would like to feel it does not
happen, unfortunately there have been some serious cases
which have been uncovered and brought to the attention of the
public. There are probably many other situations which have
never been pursued, but everyone needs to be sensitive to this
issue and prevent its occurrence (sections 1.6).

1.1 THE BASIC TENETS OF GCP

The primary reason for the presence of a GCP code of practice is
to protect human rights. If this simple principle could be remem-
bered at all times throughout the research process, many of the
so-called vagaries of GCP could be resolved. Unfortunately, it is
not so easy to keep this principle foremost when one is trying to
get a job done or if there is a conflict of interest.

Collecting honest and accurate data is a major part of GCP to
ensure that data have integrity and valid conclusions may be
drawn from those data. Data should be reproducible: that is, if
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the study were to be conducted in a similar population using the
same procedures, the results should be the same. After all, the
results of clinical research will be imposed on new patients in
the future. To help assure us all of the integrity and reproducibil-
ity of research results, the whole process should be transparent
and that means that everything must be documented so that an
external reviewer can verify that the research was actually
conducted as the researchers reported that it was conducted.
Many systems and processes must be in place to implement
GCP and the documentation must clearly indicate compliance
with those systems (Checklist 1.1-1).

Checklist 1.1-1. General Systems and Procedures for
Implementation of GCP

The following systems and procedures must be established by clinical

researchers to ensure compliance with GCP requirements:

e Planning: studies must be conducted for valid (ethical and scientific)
reasons;

e Standard operating procedures: research procedures must be
declared in writing so that reviewers can determine the standards
which are being applied and so that users have a reference
point;

e Qualified personnel: all personnel (sponsor/CRO and study site) must
be experienced and qualified to undertake assigned tasks. Docu-
mentation of qualifications and training must be evident.

e Ethics committee review and approval: all studies must be indepen-
dently reviewed by ethics committees/IRBs, to assess the risk for
study subjects, before clinical studies begin. Review must continue
throughout the study.

e Informed consent: all study subjects must be given the opportunity
to personally assess the risk of study participation by being provided
with certain information. Their assent to participate must be docu-
mented.

e Well-designed study: all studies must have a valid study design
documented in a protocol so that it can be fully reviewed by all
interested parties. The data collection plans, as described in the
CRF, are part of the protocol.

® Monitoring: a primary means of quality control of clinical studies
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involves frequent and thorough monitoring by sponsor/CRO person-
nel;

e Control of study medications/devices: the product being studied
must be managed so that study subjects ultimately receive a safe
product and full accountability can be documented;

® Integrity of data: data must be honest. Data must be reviewed by
site personnel, monitors and data processing personnel.

e Quality assurance: systems for assuring quality and for checking
quality must be established and followed at all stages;

e Archives: documentation of research activities must be securely
retained to provide evidence of activities.

1.2 THE GENERAL REGULATORY FRAMEWORK
FOR GCP

(This section is only intended to provide a fairly general review
of the regulatory framework and the interested reader is advised
to seek expert advice elsewhere.)

The regulatory framework for compliance with research proce-
dures has essentially developed in the last two decades, except
for the US where rules were first established in the 1930s. Most
countries in the European Union, other countries in Europe (e.g.
Hungary, Poland and Switzerland) and Japan have regulations
on GCP. Other countries have regulations controlling clinical
studies, but not specifically directed to GCP, although they have
guidelines on GCP (e.g. Canada and Australia). In this decade,
an attempt has been made to harmonise the requirements in the
form of an ICH GCP document which has been adapted as regu-
lation by many countries. Some countries have no guidelines or
regulations, but guidance for researchers has been provided by
organisations such as CIOMS and WHO.

Many researchers try to distinguish between guidelines and
regulations, claiming that it is only necessary to comply strictly
with the latter. However, if put to the test in court, guidelines
would assume a high status: it is best to take them seriously.
Much of medical practice is not regulated, but in cases of negli-
gence for example, the court will review the “state of the art” as
the expected standard, much of which is documented in guide-
lines. The same is true for GCP.
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In the last few years, there has been increasing interest in
inspection of GCP compliance. Although this has been a regula-
tory requirement in the USA for many years, inspectorates have
only just started in countries such as Austria, Denmark, France,
Finland, Germany, Japan, The Netherlands, Norway and
Sweden. There are problems in finding good inspectors, in
deciding on the final standards for inspections and in imposing
sanctions for non-compliance. An interesting recent develop-
ment has been the initiation of inspections in Europe by the
central regulatory authority, the European Medicines Evaluation
Agency (EMEA).

Regulation of compliance with requirements by ethics
committees is also developing in some parts of the world (e.g.
France and Denmark). To date, the US FDA is the only authority
which is actively checking on the activities of IRBs by inspection
and licensing.

For non-compliance with regulations, only the USA has
imposed serious sanctions to date. The ‘blacklist’ (list of all
investigators who have been found to be non-compliant and
were barred from clinical research for FDA submissions) is
publicly available through freedom of information rules. The
USA has vast experience (thousands of inspections) compared
to the handful of inspections in other countries. For example, at
the time of writing this book, the UK has only conducted a few
voluntary inspections.

The consequence of non-compliance with GCP requirements
may be serious for the researcher and the sponsor, but in this
book we are most interested in the consequences for the study
subjects. We have published findings elsewhere to suggest that
there could be many improvements in compliance as the events
of non-compliance we observe cause us great concern. Therefore,
we have included many examples of non-compliance in this
book which arise from our own experience as auditors. We
hope they are helpful in sensitising the reader to some serious
issues.

1.3 STANDARD OPERATING PROCEDURES

One of the requirements of GCP is that sponsors and any CROs
to whom they contract research are required to have written
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standard operating procedures (SOPs) to describe necessary
activities to accomplish various tasks. These SOPs are intended
to interpret the guidelines and regulations so that they can be
applied to a specific organisation and answer the questions of
who, when, where, why and how. They also provide the means
of documenting compliance with GCP requirements. To imple-
ment and enforce the SOPs, other quality assurance and control
procedures will be used - including training, monitoring and
auditing — which are described in other chapters.

A SOP is a formal document which describes the procedures
that will be followed to accomplish various tasks. The style of
the text of the SOP should be clear, concise, brief and specific to
the subject of the SOP. A SOP should be written to provide
instructions for the completion of certain procedures and there-
fore must not be ambiguous or confusing. Statements concern-
ing the procedures to be followed should be made categorical
by the use of such words as ‘must’ and ‘will’ (e.g. ‘the follow-
ing procedure must/will be performed’). The word ‘may’ is to
be used only when the conditions are stated (e.g. ‘the investiga-
tor may enter a patient into the study without patient consent
only in an emergency and when the patient is unconscious’).
Some guidelines for the format of SOPs are included in Check-
list 1.3-1.

All sponsor/CRO personnel will be issued with copies of the
most current SOPs and will be required to undertake clinical
studies in accordance with those SOPs. They will be required to
sign a SOP compliance statement stating that they will conform
with the requirements of the SOP and specifying the SOPs under
consideration.

SOPs will be reviewed at least annually (or more frequently, if
necessary, because of urgently needed changes) to determine
whether new SOPs or revisions to existing SOPs are needed. All
superseded versions of SOPs must be available for audit and
inspection. Thus, all master copies of superseded SOPs must be
retained in the clinical study files. Reference copies of SOPs may
be distributed to individuals in other departments within the
company, if required for the task being undertaken, and may
be distributed to other external individuals (e.g. a CRO, if
required for the task being undertaken). Documented permis-
sion to distribute SOPs externally must be obtained to protect
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confidentiality. Individual recipients of SOPs should not photo-
copy the SOPs or distribute them to other personnel and person-
nel leaving the employ of the sponsor/CRO should immediately
return SOPs.

Under exceptional circumstances, waivers from the SOPs may
be allowed, when it is known in advance that it will not be
possible to comply with the SOP. Waivers from SOPs must be
requested in writing, with an explanation, and require written
approval. Violation of SOPs (deliberately or through negligence)
must be documented, with an explanation, and reported imme-
diately to a designated person. Consistent and deliberate non-
compliance with the SOPs without written authorisation will
lead to disciplinary action.

The important topics which should be addressed in SOPs by
sponsors and CROs are listed in Checklist 1.3-2. Clinical facil-
ities conducting research on behalf of sponsors/CROs are also
adopting written standards more frequently today and
suggested topics are in Checklist 1.3-3. Of 84 different sets of
sponsor/CRO SOPs which we have reviewed in the last few
years, many important topics were not addressed: inspection
by regulatory authorities (87% of SOPs did not include this
topic); selection and management of clinical laboratories (77%);
medication/device final disposition and destruction (74%);
training and qualifications of personnel (70%); selection and
management of CROs (68% of 44 sponsor SOP sets); detection
and management of fraud (59%); financial payments to investi-
gators (57%); medication/device packaging and labelling (57%);
randomisation procedures (54%); auditing (51%); medication/
device requisition, shipment, receipt and management at the
study site (48%); investigator contracts (43%); standard operat-
ing procedures (39%); investigator brochures (39%); clinical
study reports (35%); source data verification procedures (35%);
filing/archiving (33%); CRF (including diary card, quality of
life assessment form, etc.) design (31%); protocol amendments
(31%); study site initiation and closure(26%); ethics committees
(26%); informed consent procedures (24%); and reporting of
AEs (21%).
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Checklist 1.3-1. Suggestions for the Format and Contents of
SOPs

Each SOP will provide the following information on the first page:

Title: the title will comprise one or two lines indicating the subject of
the SOP;

SOP number: each SOP will be numbered sequentially using five
digits. The first set of three digits identifies a SOP and the second
set of two digits indicates the revision number.

Issue date: this will be the date on which the SOP will take effect. It
will be on or after the date of approval.

Supersedes: the number and date of the SOP which preceded the
current SOP will be indicated;

Last and next review dates: the last review date will be the date on
which the SOP was last reviewed. If the SOP remains unchanged
after the review, the details for ‘supersedes’ will not change. The
next review date will be the next scheduled date on which the SOP
is planned to be reviewed.

Approved by: the SOPs will be approved, with the dated signatures
of at least one senior manager and senior individual in the depart-
ment to whom the SOP applies. The approvals confirm that the
SOPs adequately describe the procedures developed and used by
the sponsor/CRO.

Each SOP will include the following sections in the text:

Table of contents: the table of contents will include a list of items
included in the SOP, with page numbers;

Introduction: the introduction should briefly describe the rationale
and scope of the SOP;

Contents: the contents of the SOP will follow the order noted in the
table of contents and, in general, will follow the order in which
procedures occur;

Appendices to the SOP will be numbered and listed in the order in
which they are addressed in the SOP. Appendices will be designated
by Roman numerals {e.g. Appendix I) and placed at the end of the
SOP, with each page numbered.

Checklist 1.3-2. Topics for SOPs for Sponsors/CROs

Sponsors/CROs should address the following topics in SOPs:
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e General topics: general quality assurance and quality control proce-
dures; clinical development plans; clinical study plans; clinical study
tracking; clinical research personnel qualifications; clinical audits;
regulatory authority inspections; fraud;

e [thics: initial and continuing review by ethics committees/IRBs;
membership; working procedures; informed consent; consent forms
and information sheets; exceptions to normal informed consent
procedures;

e Study setup: investigator brochures; protocols; protocol amend-
ments; CRFs; submissions to regulatory authorities; selection visits;
Phase 1 facilities; agreements (e.g. responsibilities, financial, confiden-
tiality, insurance/indemnity agreements); selection of CROs; selec-
tion of clinical laboratories; initiation visits; personnel; startup
meetings;

® Monitoring and initial data review: monitoring visits; source data
verification; CRF review; CRF tracking; data query; database develop-
ment, review and lock; data conventions; study subject classifica-
tion; statistical review;

® Management of study medications/devices and clinical laboratory
samples: request for study medications/devices; labelling and packa-
ging; shipment; receipt; control at study sites; dispensing; inventory;
compliance with use of study medication/device; final disposition;
final reconciliation; recall; reallocation; randomisation procedures;
clinical laboratory samples;

e Safety event reporting: definitions; recording and reporting AEs;
reporting safety information externally.

e Closing the study: closure visits; clinical study reports; premature
termination or suspension; archiving.

Checklist 1.3-3. Topics for SOPs for Investigators

The following topics are suggestions for inclusion in study site SOPs:

e General topics: general quality assurance and quality control proce-
dures; clinical research personnel qualifications; clinical audits; regu-
latory authority inspections; fraud;

e Ethics: initial and continuing review by ethics committees/IRBs;
membership; working procedures; informed consent; consent forms
and information sheets; exceptions to normal informed consent
procedures;
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e Study setup: review of investigator brochures, protocols, protocol
amendments, CRFs; agreements (e.g. responsibilities, financial, confi-
dentiality, insurance/indemnity agreements);

e Monitoring and initial data review: monitoring visits; source data
verification; data query;

e Management of study medications/devices and clinical laboratory
samples: shipment; receipt; control at study sites; dispensing; inven-
tory; compliance with use of study medication/device; final disposi-
tion; final reconciliation; randomisation procedures; clinical
laboratory samples;

e Safety event reporting: definitions; recording and reporting AEs;
recording and reporting AEs to ethics committees;

e Closing the study: review of clinical study reports; premature termi-
nation or suspension; archiving.

1.4 CLINICAL RESEARCH AUDITING

Auditing is a means of quality assurance which must be under-
taken to assess the quality of the research process and may be
conducted at any time during a clinical study to ensure contin-
ued compliance with GCP. Almost all aspects of GCP could be
audited (Checklist 1.4-1).

Auditing, by definition, must be undertaken by independent
personnel who may be employed by the organisation for whom
the audits are being conducted (internal auditors) or may be
outside the organisation (external auditors). Auditing may be
conducted during the study (in-process) which might allow
time to correct deficiencies or it may be conducted after studies
(post-process) when the findings will be helpful for future
studies but may not be useful for the study audited.

An audit plan should be prepared by the sponsor/CRO at
least annually and should provide details of the studies subject
to audit, allowing sufficient time and resources for ‘for cause’
or unforseen audits. Selection of the specific studies and investi-
gator sites for audit will be based on criteria such as: studies
considered pivotal to regulatory approval and likely to attract
the attention of inspection by competent authorities such as the
‘adequate and well controlled” studies and studies designed to
determine dose will be audited; each monitor will be exposed
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to an audit each year and investigators who have little or no
training in clinical research or who are in need of such training
will be selected for audit; study sites in a multicentre study
considered to be of primary importance in the audit plan will
be those with the highest enrolment; if the study is multina-
tional, a site in each country will be selected for audit; and
specific sites depend on factors such as number of patients,
number of withdrawals, number of AEs and protocol violations.
Other sites will be selected for audit if there is considered to be a
problem that could be resolved by audit.

The auditors will notify the clinical research department of
impending audits and request establishment of an acceptable
time and date. The advance warning time will depend on the
type of audit to be undertaken. For site audits, due consideration
will be given to the fact that study site personnel need sufficient
warning to assemble required documents. The sponsor/CRO
will be responsible for ensuring that all relevant staff and docu-
ments for each audit will be freely available at the time of the
audit (Checklist 1.4-2).

There are several variations for the auditing process, but often
audits will be conducted using detailed audit checklists,
prepared in advance of the audit by the audit team. (The
monitor and other clinical research personnel may have access
to the checklists in advance to learn which items attract the
attention of auditors.) The audit findings will be documented in
a formal audit report that will detail the conduct of the audit and
summarise the findings and recommendations. Audit reports
should never be issued to investigator site personnel, ethics
committees, any other persons external to the company, or
personnel within other departments within the company,
except with written permission. However, the investigator
should be provided with a short summary of the findings and
details of any necessary action.

The sponsor/CRO personnel who have been subjected to an
audit should prepare a written report addressing each of the
auditor’s recommendations within a predetermined time period
(e.g. two months) after receipt of the initial audit report. (Some-
times the investigator site personnel may be asked to respond to
audit findings.) Following receipt of the audit report and discus-
sion of its contents within the clinical research department, the
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recommendations made will be implemented, where possible,
for the current study or taken into account for future studies.
An audit certificate will be issued with audit reports at the
completion of each audit. The audit certificate is a statement
that an audit has taken place and is not an indication that the
study meets the requirements of a regulatory (or competent)
authority. Audit certificates are the only part of an audit report
that may be disclosed externally, and investigators should
expect to find a copy of the audit certificate in the study file.

Checklist 1.4-1. Types of Audits which may be Undertaken to
Assess GCP Compliance

The following documents, activities or systems may be subject to

audit:

e SOPs - to ensure that the SOPs require compliance with all the
appropriate standards of GCP;

® Protocol, amendments and CRFs — to ensure that all the essential
items required for the proper conduct of the study are included,
and that data required by the protocol are reflected in the design
of the CRFs.

e Investigator brochures — to ensure that it contains the appropriate
information, that it is up to date and has been approved by the
appropriate authorities;

e Qualifications and commitment of sponsor/CRO personnel— to
determine that personnel have appropriate experience and training
and that they have been instructed in the SOPs, the therapeutic
area and GCP. The sponsor/CRO is expected to provide evidence
{e.g. current workload, assignment to other studies for other compa-
nies, SOP policies) that the monitor has sufficient time to properly
monitor their assigned study sites.

e Qualifications of investigators (and other site personnel) — to deter-
mine whether the investigator is medically qualified, has experience
in the therapeutic area and has conducted clinical research
previously.

® Investigator agreements — to verify that the requirements of GCP are
appropriately stated. The protocol and agreements covering the
conduct of the study, confidentiality, indemnity, insurance and
finances will be audited.
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Regulatory reviews/approvals — to ensure that the correct documen-
tation was compiled;

Ethics: — to determine the compliance of ethics committees/IRBs
with membership requirements, and to assess the documents
submitted to and reviewed by the committee and the content of
the committees’ working procedures. The content of all information
sheets and consent forms will be audited to ensure that the subject
is provided with sufficient information and that the consent proce-
dure is appropriately documented.

Management of study medication/device: The documentation of the
methods of transport and management of the study medications/
devices from the manufacturer to the study sites may be reviewed.
Storage, dispensing, maintenance of security of randomisation sche-
dules, measures of patient compliance and the final accounting of
study medications/devices will be audited at the sponsor/CRO and
investigator sites. If contracted facilities are used for any aspect of
the management of study medications/devices, these may also be
subject to audit.

Monitoring: each monitor may be exposed to an audit at the begin-
ning of subject enrolment (after four or five subjects have been
enrolled) and after the study site has been closed. Monitor reports
will be audited to determine that: investigators selected for audit
have sufficient staff, study subjects and space to conduct the
study; documentation of a retrospective analysis of the study site’s
patient population to support the projected enrolment of subjects.
Monitor reports, telephone contact reports and correspondence
describing the procedures for initiating study sites and minutes of
investigators’ meetings will be reviewed to verify that the selected
investigators and her/his staff are properly briefed prior to commen-
cing patient enrolment. Monitor reports and telephone contact
reports and correspondence which document monitoring visits
during patient enrolment will be assessed for content and frequency
of monitoring visits.

Investigator sites: investigator files may be audited to ensure that
they contain all the appropriate documents. The auditors will
check that source documents exist for all study subjects and that
the study subject records clearly indicate participation in the study.
Data recorded in the CRFs of a sample of the study subjects will be
compared with the source documents to ensure that source
document verification has been adequately conducted by the



14 Conducting GCP-compliant Clinical Research

monitor. Compliance with the protocol will be determined. All data
in CRFs will be verified against the source documents. Methods of
correcting data at the investigator site and after the CRFs are
retrieved by the sponsor/CRO will be reviewed.

e Clinical laboratories — to determine the adequacy of quality control
procedures, validity of reference ranges, and the means of collecting
and transporting the blood and other samples;

® AE reporting — to assess the methods of reporting AEs and the
reporting of SAEs to the regulatory authorities, investigators and
ethics committees/IRBs. During source document verification at
study sites, source records will be reviewed to ensure that all AEs
reported in the patient records were included in the CRF and vice
versa.

e Data display: an audit of the data listings and data display tables
compared with data recorded in the CRFs may be conducted. The
timeliness of data flow will be assessed.

o Final clinical study reports —to verify consistency of the report with
the objectives of the protocol, to ensure that all essential items are
included in the report and that text data match data listings and
analyses.

e Archives — to ensure that all documents are securely archived.

Checklist 1.4-2. Activities During Investigator Site Audits

The following activities will occur during investigator site audits:*

e The auditors will first conduct an audit of all in-house (on sponsor/
CRO premises) documentation. The auditors will notify the monitor
of when this will occur and which documents need to be available.

® The monitor (usually) and/or the auditors will prepare a letter of noti-
fication which will be sent to study site personnel, confirming the
date and time, agenda, and a list of the items to be accessible to
the auditor;

e Sites for audit will be chosen by the auditors in consultation with
clinical research personnel;

® Prior to the audit, the sponsor/CRO will provide the auditors with
photocopies of CRFs selected by the auditors. The auditors will also
inform the monitor of all other documents which must be available

* These procedures may vary slightly between companies.
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and of any specific personnel with whom it will be necessary to
meet.

e I[nvestigators, other key site personnel, and monitors, will be required
to be available at each site audit;

e For audits in countries in which the auditors may not be proficient in
the local language, the sponsor/CRO must ensure that personnel are
available for the duration of the audit to assist in the translation of
documents;

e At the beginning of the audit visit, the auditors will explain the
purpose and procedures of the audit to the relevant personnel (e.g.
the sponsor/CRO staff/investigators/laboratory staff, etc.) prior to
commencing the audit;

e The auditors will prepare a letter indicating that they have had
access to confidential documents and that an audit has been
conducted. A copy of this letter will be placed in the study site files.

e At the conclusion of each audit visit, the auditors will verbally
inform the sponsor/CRO staff, investigators, and laboratory staff, as
appropriate, of the main findings.

e The monitor will send a follow-up letter to the site personnel thanking
them for their time and explaining some of the major findings. Study
site personnel should be informed that they will not receive a full
copy of the confidential audit report. The monitor is responsible for
following up on all outstanding issues at the study site.

1.5 REGULATORY INSPECTIONS

Regulatory authority inspections are conducted to ensure
validity of the data and protection of study subjects, and to
compare the practices and procedures of the investigator and
the sponsor/CRO with the commitment made in the application
for marketing.

Regulatory authority inspectors will usually provide advance
notification of pending inspections, normally at least one week
in advance. When notification for a regulatory authority inspec-
tion is received by any personnel, the designated responsible
person must be informed immediately. Investigators must be
instructed by study monitors that if notification is sent directly
to the investigator, the sponsor/CRO must be informed immedi-
ately. If the sponsor/CRO is not invited or allowed to participate
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in the inspection, the investigator must inform the sponsor/CRO
immediately of the results of the inspection and the necessary
corrective action. If a report is issued by the inspector at the
investigator site, the sponsor/CRO must be provided with a
copy of the report. It may be necessary for a monitoring visit or
audit visit to be undertaken immediately prior to the planned
inspection: this will be particularly important to ensure that all
appropriate records are available at the study site.

If the inspection allows participation of the sponsor/CRO
personnel, an individual will be appointed to act as the ‘escort’
for an inspection and to be responsible for ensuring that the
following items are in place prior to the inspection: all corre-
spondence with regard to the inspection; establishment of the
scope of the inspection and confirmation with the inspector;
organisation of times and dates, places, and any necessary
travel; assembly of required documentation (and only required
documentation); instructions to investigators for conduct during
inspections; and organisation of personnel who should also be
available during the inspection. In particular, a translator may
be required.

In principle, all information relevant to the study should be
available for inspectors. In practice, it may not be appropriate
to provide some items. The inspector should not routinely be
provided with confidential items (e.g. personnel records detail-
ing salary review, sales data, etc). In particular, inspectors
should not be provided with internal or external audit reports
(Checklist 1.5-1).

If an inspection report is received, the nominated sponsor/
CRO individual should ensure that the report is distributed
appropriately. A record must be kept of all recipients of the
inspection reports and the original inspection report should
be filed in a secure confidential location separate from the
clinical study file. If follow-up action is requested by the
inspector, the proposed action must be discussed and a
sponsor/CRO individual will be assigned to be responsible
for any necessary follow-up. Any follow-up activities underta-
ken must be documented. If a regulatory warning letter has
been issued, this must be addressed by a designated
sponsor/CRO individual.
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Checklist 1.5-1. Conduct During Regulatory Inspections of Study
Sites

During a regulatory inspection of a study site, the appointed ‘escort’
(usually sponsor/CRO personnel) will be responsible for ensuring that
all the following activities are handled:

® Meet the inspectors and escort them on the premises on the day of
the inspection. At both the sponsor/CRO and study site inspections,
the inspectors should not be given free access to personal work
areas (e.g. private offices, desks).

® Ask to see the credentials of all inspectors;

e Establish a schedule with the inspector (e.g. interview times, refresh-
ment breaks, funch, etc.);

® Record minutes of all inspection activities. All significant events and
discussions should be recorded in the minutes.

e If relevant, the inspector should be made aware of safety and health
policies (e.g. no smoking areas);

® Assist the inspector in retrieving documents during the inspection. It
may also be necessary to provide or organise administrative assis-
tance (e.g. telephone, mail, fax, etc)).

e Keep a record of all items photocopied. Ensure that confidentiality is
respected (e.g. documents with patient names should not be photo-
copied unless the names are removed).

® For the ‘exit interview’, ensure that all appropriate personnel are
invited and are present at the meeting.

1.6 FRAUD. THE ULTIMATE NON-COMPLIANCE IN
GCP

The ultimate in GCP non-compliance is fraud, which may be
broadly defined as a deliberate act of altering, omitting or manu-
facturing data. It is often undertaken to change eligibility or
evaluability criteria so that patients can be recruited to, and
remain in, studies. Sometimes, whole patients are invented!
Suspected fraud must be handled with confidentiality,
accuracy and objectivity. During the course of monitoring activ-
ities, clinical research personnel may detect situations which
indicate that there is wilful misrepresentation of the study data
(Checklist 1.6-1). All studies will have errors; however,
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numerous errors or specific patterns of errors may be signs for
suspicion. It must always be considered that some events could
occur by chance and may not be indicators of fraud. Addition-
ally, some events could occur because of poor monitoring proce-
dures. The situation must be managed carefully as it may be as
damaging to wrongfully accuse an individual of wrong-doing as
it is to accept data which have not been honestly collected.

... A study which was under suspicion of being fraudulent by the
sponsor, was assessed not to be so by the auditors. Nevertheless, the
study was not accepted by the French subsidiary for submission to the
authorities. To us, this was a case in which a bad name was
attached to the study and thus a hint of suspicion resulted in
the rejection of some data.

... An investigator in The Netherlands told a story of how he had been
involved in uncovering some evidence to convict a fraudulent investi-
gator. Over time, this story was twisted so that eventually he himself
was accused of fraud.

A report of suspected fraud should first be discussed with the
designated sponsor/CRO personnel. If fraudulent activity is
suspected, this should not be recorded in the monitor report or
any other documents which form part of the clinical study file
which is available for inspection. A separate report, clearly
marked confidential, must be prepared. If suspicions are
confirmed, a for-cause audit will be initiated. If suspicions are
unconfirmed, the situation will be reviewed again in a specified
time period (e.g. two months). If an investigation indicates,
beyond reasonable doubt, that fraudulent data have been
submitted, the sponsor/CRO will be responsible for any report-
ing to regulatory authorities or other disciplinary bodies.

Checklist 1.6~-1. Possible Indications of Fraud

The following events or situations may be possible indicators of fraudu-
lent activity at study sites:

e Lack of substantiation of CRF entries in source documents;

® Absence of source documents or source data;
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Numerous discrepancies between CRFs and source documents;
Rapid recruitment relative to other centres;

Lack of expected variation in parameters (e.g. blood pressure,
laboratory data, start of dosing or other procedures, sampling times);
One style of handwriting, other handwriting idiosyncrasies and one
pen for several subjects over a long time period;

One style of completion of forms required to be filled in by different
study subjects;

Inaccurate and inconsistent dates, dates on holidays and weekends,
several subjects all starting on the same day, inconsistencies with
appointment books;

No consent forms or suspicious signatures on consent forms;
Discrepancies in use of study medications/devices (more than was
shipped, more than was returned, differences between dispensing
records and diary cards, differences between diary cards and CRFs);
Complete absence of AEs or unusual patterns of AEs;

‘Perfect’ compliance;

Investigator elusiveness, evasiveness.

CASE STUDY ONE

A Single-centre Double-blind Comparative Study of Drug X in
the Treatment of X in Approximately 50 Children (Canada)

Many things went wrong in this study which was still recruiting
children at the time of the audit. The first serious finding was
that the sponsor was conducting this study without a comprehen-
sive set of SOPs. Many of the deficiencies noted in this study
occur in other studies even when SOPs are present, but the
chances of eliminating a few of the problems are greater when
written operating procedures are available. Would you like your
children to go into a study with these standards?

Summary of Major Deficiencies

Standard Operating Procedures: The sponsor did not have any
standard operating procedures to cover clinical research activ-
ities during the time of the study.
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Ethics Committee Review: There was no documentation to
indicate that the final study protocol had been approved by the
local ethics committees and there was no documentation to
indicate that the study had been approved by an ethics commit-
tee prior to the first study subject providing consent for the
study. The ethics committee approval letters did not refer to the
current study in adequate detail (e.g. by exact title, protocol
number, protocol version, protocol date). (Approval was sought
from one other committee in the same city: the approval letter
referred to a study with a different disease using the same inves-
tigational drug.)

The documentation in the study file did not indicate exactly
which items were reviewed and/or approved by the ethics
committee. Several important items were apparently not consid-
ered (e.g. consent procedures, confidentiality protection, risks to
subjects, compensation or treatment for injury, CRFs, investiga-
tor brochure, number of subjects to be studied and means of
recruitment and justification of sample size.) There was no
evidence of any on-going review by the ethics committee. In
particular, details of all protocol amendments and all SAEs
were apparently not submitted to the ethics committee. The
ethics committee membership list did not provide sufficient
details concerning the members. One of the investigators was
listed as the chairperson of the ethics committee: there was no
indication of whether or not the chairperson abstained from
voting for this particular study. (The approval letter did not
indicate which members were present at the meeting.)

Informed Consent Procedures: The first study subject signed a
consent form before ethics committee approval. For many
subjects, the consent signatures predated the final protocol.
There was no explanation in the study files as to why consent
was obtained so early. The consent forms did not provide
space for signatures or dates of investigators. Physicians
(some of whom were research fellows) who were providing
information to obtain consent were not formally delegated as
investigators.

The consent form and information sheet were not prepared in
a language which was technically appropriate for the study
subjects. They were also missing many important items. In parti-
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cular, the following significant items were missing: a clear indi-
cation that the sponsor would be reviewing personal medical
records; a full description of the procedures to be followed in
the study; a clear indication of the required duration of partici-
pation in the study; a clear indication of the risks, discomforts,
side effects and inconveniences; compensation for injury; and a
clear description of measures to be taken in the event of AEs or
therapeutic failure.

Protocol: The protocol did not indicate whether or not it was a
final version. The sponsor did not have a copy of the protocol
signature page indicating approval. The protocol approval page
in the investigator files postdated the entry of several subjects to
the study.

The protocol did not contain sufficient detail. Among the
significant items which were missing from the protocol were: a
clear indication of the number of study sites to be involved and
the planned recruitment among the study sites; full identification
of the sponsor, monitor and investigators; a consistent descrip-
tion of the required duration of participation of each study
subject; full details of the evaluability criteria; full details of the
management of the study medication; a clear description of AEs
and requirements for recording and reporting; a clear indication
that direct access to source documents would be required; and a
complete description of responsibilities and procedures for data
handling and statistical analysis.

The protocol amendment system was inadequate. Six
protocol ‘modifications’ were provided with the protocol
for audit. There was no indication whether or not this was
the complete set and amendments were not numbered or
dated.

CRF Design: The CRF was deficient in the extent and style of
recording information. For several parameters, the CRF did not
capture data exactly as required by the protocol and the protocol
did not provide sufficient detail for design of the CRF. In some
cases, there were discrepancies between requirements of the
protocol and requirements of the CRF.

Setting Up the Study: An investigator brochure was apparently
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not in place from the beginning of the study. The investigator
brochure was missing several important items with regard to
management of the study medication (e.g. summary of possible
medication interactions, summary of contraindications and
precautions, instructions with regard to management of the
study medication such as storage, preparation, dispensing,
management of accidental exposure, and management of
overdose).

The sponsor files did not clearly provide information concern-
ing all relevant sponsor personnel from the beginning of the
study. (A CV was only available for one monitor although
apparently at least four were involved in the study.) The
sponsor files did not clearly indicate that all responsible
sponsor personnel were appropriately trained.

The documentation of the qualifications of the declared inves-
tigators did not indicate usual responsibilities (e.g. teaching,
clinic, research) and other clinical research commitments. Five
other physicians who were undertaking investigator responsibil-
ities for this study were not formally designated as investigators
and had not signed the protocol.

Several investigator responsibilities were not specified in the
protocol or in other separate contracts (e.g. requirements to
review preclinical information, allow direct verification of CRFs
against source documents, report SAEs immediately, review and
sign the final clinical report, maintain a confidential record to
allow unambiguous identification of each study subject,
maintain all records for a specified time period, allow indepen-
dent audit, and work according to GCP (specifically defined or
referenced). The sponsor did not have a signed copy of the
protocol and did not have written agreement from all investiga-
tors to conduct the study in accordance with the protocol.

There was no evidence of a formal site assessment before
placement of the study at this particular site. Further, there was
no evidence of a formal site initiation. Documentation of
‘pretrial” activities postdated the date of first subject consent.

Monitoring: There were no formal monitoring reports for one
year after the first subject provided consent. Fulfilment of
