TDR/PRD/ETHICS/2000.1

Operational Guidelines
for
Ethics Committees That

Review Biomedical Research

World Health Organization
Geneva
2000



This document is not issued to the general public, and all rights are
reserved by the World Health Organization (WHO). The document may
not bereviewed, abstracted, quoted, reproduced or translated, in part or
in whole, without the prior written permission of WHO. No part of this
document may be stored in aretrieval system or transmitted in any form
or by any means — electronic, mechanical or other — without the prior
written permission of WHO.

The views expressed in documents by named authors, are solely the
responsibility of those authors.

© World Hedth Organization 2000



TABLE OF CONTENTS

PREFACE ... %
1 OBIECTIVE e 1
2 THEROLEOFANEC ...ttt 1
3 ESTABLISHINGA SYSTEM OFETHICAL REVIEW ............... 2
4 CONSTITUTINGANEC ..o 2
4.1 Membership Requirements..........ccccveveeveieeviecceeecee e, 3
4.2 Terms Of APPOINTMENT .....oovereiririiieriesee e 4
4.3 Conditions of Appointment ...........ccccceeveeieeceeiesieeseennnn 4
A4 OFfICES oottt sttt nreas 5
4.5 QuUOrum ReqUIremMeNtS ........cccveereereeeereeie e eee e e 5
4.6 Independent Consultants ...........cccceevceevieciecsee e 5
4.7 Education for EC Members .........cccoovevvveenieenneeceeeene 6
5 SUBMITTINGAN APPLICATION ...coovveiiiiiiiiiiiee e 6
5.1 APPIICALION ...t 6
5.2 Application ReqUIrementS.........cceccveeveecieesee s see e 6
5.3 DOCUMENLALTION .....oveeieeie e s 7
6 REVIEW ..o 9
6.1 Meeting ReqQUITEIMENLS .........ccoeeeeeeeie e 9
6.2 Elements of the REVIEW ........ccoveieiiieiiceeeceeees 10
6.3 EXpedited REVIEW .......ccoviiieeeeecee e 13
7 DECISION-MAKING ...oooiiiiiiiiiieeee e 14
8 COMMUNICATINGA DECISION ....cocoiiiiiiiiiiieeeeeeiieeeenn 15
O FOLLOW-UP ...ttt 16
10 DOCUMENTATION AND ARCHIVING ......oeeviiiiiiiiiiieeeen. 18
GLOSSARY ittt 21
SUPPORTING DOCUMENTS ... 23
COMMITTEES ....oo ittt e 25
BACKGROUND ...ttt 29






PREFACE

The ehicd and sdentific Sandards for carrying out biomedicd reseerch
on human subjects have been developed and established in interna-
tiona guiddines, including the Declaration of Helsinki, the CIOMS
International Ethical Guiddines for Biomedica Research Involving
Human Subjects, and the WHO and ICH Guiddines for Good Clinicd
Practice. Compliance with these guidelines helps to ensure that the
dignity, rights, safety, and well-being of research participants are pro-
moted and thet the results of the investigations are credible.

All internationa guiddines require the ethicd and scientific review of
biomedica research dongsde informed consent and the appropriate
protection of those unable to consent as essentid measures to protect
the individud person and the communities who participate in research.
For the purposes of these Guiddines, biomedica research indudes re-
search on pharmaceuticals, medica devices, medical radiation and
imaging, surgical procedures, medica records, and biologicd samples
as well as epidemiologica, socid, and psychologica investigetions.

These Guiddines are intended to facilitate and support ethical re-
view in dl countries around the world. They are based on a close
examination of the requirements for ethical review as established
in internationa guidelines, as well as on an evauation of existing
practices of ethica review in countries around the world. They do
not, however, purport to replace the need for nationa and local guide-
lines for the ethicd review of biomedica research, nor do they in-
tend to supersede national laws and regulations.

The mgority of biomedica research has been predominantly moti-
vated by concern for the benefit of dready privileged communities.
This is reflected by the fact that the WHO estimates that 90% of the
resources devoted to research and development on medical prob-
lems are applied to diseases causing less than 10% of the present
globa suffering. The establishment of international guidelines that
assist in strengthening the capacity for the ethical review of bio-
medical research in al countries contributes to redressing this im-
balance.






1 OBJECTIVE

The objective of these Guidelines is to contribute to the develop-
ment of quality and consstency in the ethical review of biomedica
research. The Guiddines are intended to complement existing laws,
regulations, and practices, and to serve as a basis upon which eth-
ics committees (ECs) can develop their own specific written pro-
cedures for their functions in biomedica research. In this regard,
the Guiddines establish an internationd standard for ensuring qual-
ity in ethica review. The Guidéines should be used by nationa
and local bodies in developing, evaluating, and progressively re-
fining standard operating procedures for the ethical review of bio-
medical research.

2 THEROLE OF ANEC

The purpose of an EC in reviewing biomedica research is to con-
tribute to safeguarding the dignity, rights, safety, and well-being of
al actua or potential research participants. A cardina principle of
research involving human participants is ‘respect for the dignity of
persons . The gods of reseaerch, while important, should never be per-
mitted to override the hedth, wdl-being, and care of research partici-
pants. ECs should aso take into condderation the principle of judice.
Judtice requires that the benefits and burdens of research be didributed
farly among dl groups and dasses in sodety, taking into acoount age,
gender, economic gatus, culture, and ethnic considerations.

ECs should provide independent, competent, and timely review of
the ethics of proposed studies. In their composition, procedures,
and decison-making, ECs need to have independence from politi-
cd, ingtitutional, professional, and market influences. They need
smilarly to demonstrate competence and efficiency in their work.

ECs are responsible for carrying out the review of proposed re-
search before the commencement of the research. They aso need
to ensure that there is regular evaluation of the ethics of ongoing
studies that received a positive decision.



ECs are responsible for acting in the full interest of potentia re-
search participants and concerned communities, taking into account
the interests and needs of the researchers, and having due regard
for the requirements of relevant regulatory agencies and applicable
laws.

3 ESTABLISHING A SYSTEM OF ETHICAL REVIEW

Countries, institutions, and communities should strive to develop
ECs and ethical review systems that ensure the broadest possible
coverage of protection for potential research participants and con-
tribute to the highest attainable quality in the science and ethics of
biomedica research. States should promote, as appropriate, the es-
tablishment of ECs at the national, ingtitutional, and local levels
that are independent, multi-disciplinary, multi-sectorial, and plu-
ralistic in nature. ECs require administrative and financia support.

Procedures need to be established for relating various levels of re-
view in order to ensure consistency and facilitate cooperation.
Mechanism for cooperation and communication need to be deve-
oped between nationd committees and indtitutional and loca com-
mittees. These mechanisms should ensure clear and efficient com-
munication. They should also promote the development of ethical
review within a country as well as the ongoing education of mem-
bers of ethics committees. In addition, procedures need to be estab-
lished for the review of biomedical research protocols carried out
a more than one dte in a country or in more than one country. A
network of ethical review should be established at the regional,
national, and loca levels that ensures the highest competence in
biomedical review while dso guaranteeing input from al levels of
the community.

4 CONSTITUTINGANEC

ECs should be congtituted to ensure the competent review and evau-
ation of dl ethica aspects of the research projects they recelve and



to enaure that their tasks can be executed free from bias and influ-
ence that could affect their independence.

ECs should be multidisciplinary and multi-sectorial in composi-
tion, including relevant scientific expertise, balanced age and gen-
der distribution, and laypersons representing the interests and the
concerns of the community.

ECs should be established in accordance with the applicable laws
and regulations of the country and in accordance with the values
and principles of the communities they serve.

ECs should establish publicly available standard operating proce-
dures that state the authority under which the committee is estab-
lished, the functions and duties of the EC, membership require-
ments, the terms of appointment, the conditions of appointment,
the offices, the Structure of the secretariat, internd procedures, and
the quorum requirements. ECs should act in accordance with their
written operating procedures.

It may be hdpful to summarize the activities of the EC in a regular
(annual) report.

4.1 Membership Requirements

Clear procedures for identifying or recruiting potential EC mem-
bers should be established. A statement should be drawn up of the
requirements for candidacy that includes an outline of the duties
and responghilities of EC members.

Membership requirements should be established that include the
following:

4.1.1 the name or description of the party responsible for mak-
ing appointments,

4.1.2  the procedure for selecting members, including the method
for gppointing a member (e.g., by consensus, by mgjority
vote, by direct appointment);



4.1.3 conflicts of interest should be avoided when making ap-
pointments, but where unavoidable there should be trans-
parency with regard to such interests.

A rotation system for membership should be considered that al-
lows for continuity, the development and maintenance of expertise
within the EC, and the regular input of fresh ideas and approaches.

4.2 Terms of Appointment

Terms of appointment should be established that include the fol-
lowing:

4.2.1 the duration of an appointment,

4.2.2  the policy for the renewa of an appointment,

4.2.3 the disgudification procedure,

4.24  the resignation procedure,

4.25 the replacement procedure.

4.3 Conditions of Appointment

A satement of the conditions of appointment should be drawn up
that includes the following:

4.3.1 amember should be willing to publicize hisher full name,
profession, and affiliation;

4.3.2 dl rembursement for work and expenses, if any, within
or related to an EC should be recorded and made available
to the public upon request;

4.3.3 amember should sign a confidentidity agreement regard-
ing meeting deliberations, applications, information on
research participants, and related matters; in addition, all
EC adminigrative gaff should sgn a amilar confidentia-
ity agreement.



4.4 Offices

ECs should establish clearly defined offices for the good function-
ing of ethica review. A statement is required of the officers within
the EC (e.g., chairperson, secretary), the requirements for holding
each office, the terms and conditions of each office, and the duties
and respongibilities of each office (e.g., agenda, minutes, notifica-
tion of decisons). Clear procedures for selecting or appointing of-
ficers should be established.

In addition to the EC officers, an EC should have adequate support
saff for carrying out its responsibilities.

45 Quorum Requirements

ECs should establish specific quorum requirements for reviewing
and deciding on an application. These requirements should include:

451  the minimum number of members required to compose a
quorum (e.g., more than haf the members);

45.2 the professona quaifications requirements (e.g., physi-
cian, lawyer, statigtician, paramedicd, layperson) and the
distribution of those requirements over the quorum; no
quorum should consst entirely of members of one profes-
sion or one gender; a quorum should include at least one
member whose primary area of expertise is in a non-sci-
entific areg, and at least one member who is independent
of the ingtitution/research site.

4.6 Independent Consultants

ECs may cdl upon, or establish a sanding list of, independent con-
sultants who may provide specid expertise to the EC on proposed
research protocols. These consultants may be specidists in ethical
or legd aspects, specific diseases or methodologies, or they may be
representatives of communities, patients, or special interest groups.
Terms of reference for independent consultants should be established.



4.7 Education for EC Members

EC members have a need for initial and continued education re-
garding the ethics and science of biomedica research. The condi-
tions of appointment should state the provisons available for EC
members to receive introductory training in the work of an EC as
well as ongoing opportunities for enhancing their capacity for ethi-
ca review. These conditions should aso include the requirements
or expectations regarding the initial and continuing education of
EC members. This education may be linked to co-operative arrange-
ments with other ECs in the area, the country, and the region, as
well as other opportunities for the initid and continued training of
EC members.

5 SUBMITTING AN APPLICATION

ECs are responsible for establishing well-defined requirements for
submitting an application for review of a biomedical research
project. These requirements should be readily available to prospec-
tive applicants.

5.1 Application

An gpplication for review of the ethics of proposed biomedicd re-
search should be submitted by a qualified researcher responsible
for the ethical and scientific conduct of the research.

5.2 Application Requirements

The requirements for the submisson of a research project for ethi-
ca review should be clearly described in an application procedure.
These requirements should include the following:

521 the name(s) and address(es) of the EC secretariat or
member(s) to whom the application materid is to be sub-
mitted;

5.2.2 the application form(s);



5.2.3
5.24
525

5.2.6
527

5.2.8

529

5.2.10

5211
5.2.12

the format for submission;
the documentation (see 5.3);

the language(s) in which (core) documents are to be sub-
mitted;

the number of copies to be submitted;

the deadlines for submission of the application in relation
to review dates;

the means by which applications will be acknowledged,
including the communication of the incompleteness of an
application;

the expected time for notification of the decison follow-
ing review;

the time frame to be followed in cases where the EC re-
quests supplementary information or changes to documents
from the applicant;

the fee Structure, if any, for reviewing an application;

the application procedure for amendments to the proto-
col, the recruitment materia, the potential research par-
ticipant information, or the informed consent form.

5.3 Documentation

All documentation required for a thorough and complete review of
the ethics of proposed research should be submitted by the appli-
cant. This may include, but is not limited to,

531
532

533

signed and dated application form;

the protocol of the proposed research (clearly identified and
dated), together with supporting documents and annexes,

a summary (as far as possible in non-technica language),



534

535

536

5.3.7

5.3.8

5.39

5.3.10

5311

5.3.12

synopsis, or diagrammatic representation (‘flowchart’) of
the protocol;

a description (usudly included in the protocol) of the ethi-
cal congderations involved in the research;

case report forms, diary cards, and other questionnaires
intended for research participants;

when the research involves a study product (such as a phar-
maceutical or device under investigation), an adequate
summary of all safety, pharmacological, pharmaceutical,
and toxicologica data available on the study product, to-
gether with a summary of clinicd experience with the study
product to date (e.g., recent investigator’s brochure, pub-
lished data, a summary of the product’s characterigtics);

investigator(s)’'s curriculum vitae (updated, signed, and
dated);

materid to be used (including advertissments) for the re-
cruitment of potential research participants;

a description of the process used to obtain and document
consent;

written and other forms of information for potential re-
search participants (clearly identified and dated) in the
language(s) understood by the potential research partici-
pants and, when required, in other languages,

informed consent form (clearly identified and dated) in
the language(s) understood by the potentid research par-
ticipants and, when required, in other languages,

a statement describing any compensation for study par-
ticipation (including expenses and access to medica care)
to be given to research participants;



5.3.13 adescription of the arrangements for indemnity, if appli-
cable;

5.3.14 adescription of the arrangements for insurance coverage
for research participants, if applicable;

5.3.15 a datement of agreement to comply with ethical principles
Set out in relevant guiddlines;

5.3.16 adl dgnificant previous decisons (e.g., those leading to a
negative decision or modified protocol) by other ECs or
regulatory authorities for the proposed study (whether in
the same location or elsewhere) and an indication of
modification(s) to the protocol made on that account. The
reasons for previous negative decisions should be provided.

6 REVIEW

All properly submitted gpplications should be reviewed in a timely
fashion and according to an established review procedure.

6.1 Meeting Requirements

ECs should meet regularly on scheduled dates that are announced
in advance. The meeting requirements should include the follow-

ing:

6.1.1  meetings should be planned in accordance with the needs
of the workload;

6.1.2 EC members should be given enough time in advance of
the meeting to review the relevant documents,

6.1.3  meetings should be minuted; there should be an approva
procedure for the minutes;

6.1.4  the applicant, sponsor, and/or investigator may be invited
to present the proposal or elaborate on specific issues;



6.1.5 independent consultants may be invited to the meseting or
to provide written comments, subject to applicable confi-
dentiality agreements.

6.2 Elements of the Review

The primary task of an EC lies in the review of research proposds
and their supporting documents, with specid attention given to the
informed consent process, documentation, and the suitability and
feasbility of the protocol. ECs need to take into account prior sci-
entific reviews, if any, and the requirements of applicable laws and
regulations. The following should be considered, as applicable:

6.21 Scientific Design and Conduct of the Study

6.2.1.1 the appropriateness of the study design in relation to the
objectives of the study, the statistical methodology (in-
cluding sample size calculation), and the potential for
reaching sound conclusions with the smallest number of
research participants;

6.2.1.2 the judtification of predictable risks and inconveniences
weighed against the anticipated benefits for the research
participants and the concerned communities;

6.2.1.3 the judtification for the use of control arms,
6.2.1.4 criteria for prematurely withdrawing research participants,

6.2.1.5 criteria for suspending or terminating the research as a
whole;

6.2.1.6 the adequacy of provisons made for monitoring and au-
diting the conduct of the research, including the congtitu-
tion of a data safety monitoring board (DSMB);

6.2.1.7 the adequacy of the site, including the supporting staff,
available facilities, and emergency procedures,

6.2.1.8 the manner in which the results of the research will be
reported and published;

10



6.2.2

6.22.1

6.2.2.2

6.2.2.3

6.2.2.4
6.2.2.5

6.2.3
6.2.3.1

6.2.3.2

6.2.3.3

6.2.34

6.2.3.5

6.2.3.6

6.2.3.7

6.2.3.8

Recruitment of Research Participants

the characteristics of the population from which the re-
search participants will be drawn (including gender, age,
literacy, culture, economic status, and ethnicity);

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,

inclusion criteria for research participants,

exclusion criteria for research participants;

Care and Protection of Research Participants

the suitability of the investigator(s)'s qualifications and
experience for the proposed study;

any plans to withdraw or withhold standard therapies for
the purpose of the research, and the justification for such
action;

the medical care to be provided to research participants
during and after the course of the research,

the adequacy of medical supervision and psycho-socia
support for the research participants,

geps to be taken if research participants voluntarily with-
draw 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 research
participant’s generd practitioner (family doctor), including
procedures for seeking the participant’s consent to do so;

a description of any plans to make the study product avail-
able to the research participants following the research;



6.2.3.9

a description of any financid codts to research participants,

6.2.3.10 the rewards and compensations for research participants

(including money, services, and/or gifts);

6.2.3.11 the provisions for compensation/treatment in the case of

the injury/disability/death of a research participant attrib-
utable to participation in the research;

6.2.3.12 the insurance and indemnity arrangements,

6.2.4
6.24.1

6.24.2

6.2.5
6.25.1

6.2.5.2

6.2.5.3

6.254

Protection of Research Participant Confidentiality

a description of the persons who will have access to per-
sona data of the research participants, including medical
records and biological samples;

the measures taken to ensure the confidentiality and se-
curity of persona information concerning research par-
ticipants;

Informed Consent Process

a full description of the process for obtaining informed
consent, including the identification of those responsible
for obtaining consent;

the adequacy, completeness, and understandability of writ-
ten and ord information to be given to the research partid-
pants, and, when appropriate, their legally acceptable
representative(s);

clear justification for the intention to include in the re-
search individuals who cannot consent, and a full account
of the arrangements for obtaining consent or authoriza-
tion for the participation of such individuas,

assurances that research participants will receive informa
tion that becomes available during the course of the re-
search relevant to their participation (including their rights,
safety, and well-being);

12



6.25.5

6.2.6
6.2.6.1

6.2.6.2

6.2.6.3

6.2.6.4

6.2.6.5

6.2.6.6

6.2.6.7

the provisions made for receiving and responding to que-
ries and complaints from research participants or their rep-
resentatives during the course of a research project;

Community Considerations

the impact and relevance of the research on the loca com-
munity and on the concerned communities from which
the research participants are drawn,

the steps taken to consult with the concerned communi-
ties during the course of designing the research;

the influence of the community on the consent of indi-
viduals;

proposed community consultation during the course of the
research;

the extent to which the research contributes to capacity
building, such as the enhancement of locd hedthcare, re-
search, 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.

6.3 Expedited Review

ECs should establish procedures for the expedited review of re-
search proposals. These procedures should specify the following:

6.3.1

6.3.2

the nature of the applications, amendments, and other con-
sderations that will be eligible for expedited review;

the quorum requirement(s) for expedited review;

13



6.3.3 the dtatus of decisions (e.g., subject to confirmation by
full EC or not).

7 DECISION-MAKING

In making decisons on gpplications for the ethicd review of biomedi-
cd research, an EC should take the following into consderation:

7.1 a member should withdraw from the meeting for the deci-
son procedure concerning an application where there arises
a conflict of interest; the conflict of interest should be in-
dicated to the chairperson prior to the review of the appli-
cation and recorded in the minutes,

7.2 a decison may only be taken when sufficient time has been
alowed for review and discusson of an gpplication in the
absence of non-members (e.g., the investigator, represen-
tatives of the sponsor, independent consultants) from the
mesting, with the exception of EC Saff;

7.3 decisions should only be made at meetings where a quo-
rum (as stipulated in the EC’s written operating proce-
dures) is present;

74 the documents required for a full review of the applica-
tion should be complete and the relevant elements men-
tioned above (see 6.2) should be considered before a deci-
son is made;

75 only members who participate in the review should par-
ticipate in the decision;

7.6 there should be a predefined method for ariving a a deci-
son (eg., by consensus, by vote); it is recommended that
decisons be arived a through consensus, where possible;
when a consensus gppears unlikdy, it is recommended that
the EC vote;

14



1.7

7.8

7.9

advice that is non-binding may be appended to the deci-
sion,

in cases of conditional decisions, clear suggestions for re-
vison and the procedure for having the application re-re-
viewed should be specified;

a negative decison on an gpplication should be supported
by clearly stated reasons.

8 COMMUNICATING A DECISION

A decison should be communicated in writing to the gpplicant ac-
cording to EC procedures, preferably within two weeks' time of
the meeting a which the decison was made. The communication
of the decison should include, but is not limited to, the following:

8.1
8.2

8.3

8.4
8.5
8.6
8.7
8.8
8.9

the exact title of the research proposa reviewed;

the clear identification of the protocol of the proposed re-
search or amendment, date and version number (if appli-
cable). on which the decison is based;

the names and (where possible) specific identification num-
bers (verson numbers/dates) of the documents reviewed,
including the potential research participant information
sheet/material and informed consent form;

the name and title of the gpplicant;

the name of the dte(s);

the date and place of the decision;

the name of the EC taking the decision;
a clear statement of the decision reached;

any advice by the EC;

15



8.10  inthe case of a conditiond decison, any requirements by
the EC, including suggestions for revison and the proce-
dure for having the application re-reviewed;

811 in the case of a pogtive decison, a statement of the re-
sponsihilities of the applicant; for example, confirmation
of the acceptance of any requirements imposed by the EC,;
submission of progress report(s); the need to notify the
EC in cases of protocol amendments (other than amend-
ments involving only logistical or administrative aspects
of the study); the need to notify the EC in the case of
amendments to the recruitment material, the potentia re-
search participant information, or the informed consent
form; the need to report serious and unexpected adverse
events related to the conduct of the study; the need to re-
port unforeseen circumstances, the termination of the study,
or sgnificant decisions by other ECs, the information the
EC expects to receive in order to perform ongoing review;,
the find summary or fina report;

8.12  the schedule/plan of ongoing review by the EC;

8.13  inthe case of a negative decison, clearly stated reason(s)
for the negative decison;

8.14  dignature (dated) of the chairperson (or other authorized
person) of the EC.

9 FOLLOW-UP

ECs should establish a follow-up procedure for following the
progress of all studies for which a positive decision has been
reached, from the time the decison was taken until the termina-
tion of the research. The ongoing lines of communication be-
tween the EC and the applicant should be clearly specified. The
follow-up procedure should take the following into consider-
ation:

16



9.1

9.2

9.3

94

9.5

9.6

the quorum requirements, the review procedure, and the
communication procedure for follow-up reviews, which
may vary from the requirements and procedures for the
initid decison on an application;

the follow-up review intervals should be determined by
the nature and the events of research projects, though each
protocol should undergo a follow-up review at least once
ayedr,

the following instances or events require the follow-up
review of a study:

a. any protocol amendment likely to affect the rights,
safety, and/or well-being of the research participants
or the conduct of the study;

b. serious and unexpected adverse events related to the
conduct of the study or study product, and the response
taken by invedtigators, sponsors, and regulatory agen-
cies;

C. awy event or new information that may affect the ben-
efit/risk ratio of the study;

adecison of afollow-up review should be issued and com-
municated to the applicant, indicating a modification, sus-
pension, or termination of the EC's origina decision or
confirmation that the decision is still vdid;

in the case of the premature suspension/termination of a
study, the applicant should notify the EC of the reasons
for suspenson/termination; a summary of results obtained
in a study prematurely suspended/terminated should be
communicated to the EC;

ECs should recelve natification from the applicant a the
time of the completion of a study;

17



9.7 ECs should receive a copy of the find summary or fina
report of a study.

10 DOCUMENTATIONANDARCHIVING

All documentation and communication of an EC should be dated,
filed, and archived according to written procedures. A statement is
required defining the access and retrieva procedure (including au-
thorized persons) for the various documents, files, and archives.

It is recommended that documents be archived for a minimum pe-
riod of 3 years following the completion of a study.

Documents that should be filed and archived include, but are not
limited to,

10.1  the condtitution, written standard operating procedures of
the EC, and regular (annual) reports;

10.2 the curriculum vitae of dl EC members,

10.3  arecord of dl income and expenses of the EC, including
alowances and reimbursements made to the secretariat
and EC members,

10.4  the published guiddines for submisson established by the
EC;

10.5 the agenda of the EC mestings,
10.6  the minutes of the EC mestings,
10.7  one copy of al materias submitted by an applicant;

10.8  the correspondence by EC members with applicants or
concerned parties regarding application, decison, and
follow-up;

10.9  acopy of the decison and any advice or requirements
sent to an applicant;

18



10.10 dl written documentation received during the follow-up;

10.11 the notification of the completion, premature suspen-
son, or premature termination of a study;

10.12 the find summary or find report of the study.

19
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GLOSSARY

The definitions provided within this glossary goply to terms as they
are usad in these Guiddines. The terms may have different mean-
ings in other contexts.

advice

Non-binding considerations adjoined to a decision intended to pro-
vide ethical assstance to those involved in the research.

applicant

A qudified researcher undertaking the scientific and ethica respon-
shility for a research project, either on hisher own behalf or on
behalf of an organization/firm, seeking a decision from an ethics
committee through forma application.

community

A community is a group of people understood as having a certain
identity due to the sharing of common interests or to a shared prox-
imity. A community may be identified as a group of people living
in the same village, town, or country and, thus, sharing geographi-
cd proximity. A community may be otherwise identified as a group
of people sharing a common set of vaues, a common set of inter-
ests, or a common disease.

conflict of interest

A conflict of interest arises when a member (or members) of the EC
holds interests with respect to specific goplications for review that may
jeopardize higher (their) ability to provide a free and independent evalu-
ation of the research focusad on the protection of the research partic-
pants. Conflicts of interests may aise when an EC member has finan-
cid, maerid, inditutiond, or socid ties to the research.

decision
The response, (either positive, conditiona or negative), by an EC

to an gpplication following the review in which the podtion of the
EC on the ethica validity of the proposed study is Stated.
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investigator

A qudified scientist who undertakes scientific and ethica respon-
shility, either on hisher own behaf or on behaf of an organiza-
tion/firm, for the ethicd and scientific integrity of a research project
a a specific gte or group of Sites. In some instances a coordinating
or principa investigator may be gppointed as the responsible leader
of ateam of subinvestigators.

protocol

A document that provides the background, rationale, and objective(s)
of a biomedica research project and describes its design, method-
ology, and organization, including ethical and statistical consider-
ations. Some of these consderations may be provided in other docu-
ments referred to in the protocol.

protocol amendment

A written description of a change to, or forma clarification of, a
protocol.

requirements

In the context of decisions, requirements are binding elements that
express ethical considerations whose implementation the ethics
committee requires or views as obligatory in pursuing the research.

research participant

An individud who participates in a biomedica research project, ether
as the direct recipient of an intervention (e.g., Sudy product or inva-
sive procedure), as a control, or through observation. The individud
may be a hedthy person who voluntears to partidpete in the resserch, or a
person with a condition unrelated to the reseaerch carried out who vol-

unteers to participate, or a person (usualy a patient) whose condition
is rdevant to the use of the sudy product or quedions bang invedigated.

sponsor

An individual, company, ingtitution, or organization that takes re-
sponsibility for the initiation, management, and/or financing of a
research project.
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BACKGROUND

The Operational Guidelines for Ethics Committees That Review
Biomedical Research is the result of a wide international consulta-
tion begun in August 1999 a A Seminar on the Ethicd Review of
Clinica Research in Asan & Western Pecific Countries organized
by TDR WHO in Chiang Mai, Thailand. The participants at the
seminar expressed a need for international guidance on the congti-
tution and operation of ethics committees.

The firg draft of these Guidelines was discussed a a workshop for
members of African Ethical Review Committees organized by TDR
WHO and the African Mdaria Vaccine Testing Network in Arusha,
Tanzania, on 5 November 1999. The draft was subsequently pre-
sented to an Interim Meeting of the Forum for Ethicd Review Com-
mittees in the Asian & Western Pacific Regions (FERCAP) in
Bethesda, MD, USA, on 9 November 1999. It was aso distributed
for consultation at the Globa Forum for Bioethics in Research or-
ganized by the NIH and WHO in Bethesda on 7-10 November 1999.
Following these initid consultations the Guidelines were redrafted
and widely distributed for comment.

Further development of these Guidelines was carried out under the
auspices of a Secretariat composed of representatives from WHO,
UNAIDS, CIOMS, UNESCO, and the WMA. Responsibility for
drafting these Guidelines was given to an Internationa Drafting
Committee of 14 experts from various continents representing a
wide range of disciplines in biomedical research and bioethics. The
consultation process was carried out through representatives from
the African Mdaria Vaccine Testing Network, Council of Europe,
European Commission, European Medicines Evaluation Agency,
Nationa Ingtitutes of Health (USA), Food & Drug Administration
(USA), Office for Protection from Research Risks (USA), Centers
for Disease Control and Prevention (USA), National Council on
Ethics in Human Research (Canada), Faculty of Pharmaceutical
Medicine (United Kingdom), European Organization for Research
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& Treatment of Cancer, International Federation of Pharmaceuti-
ca Physicians, Foundation Marcel Mérieux, International Federa-
tion of Pharmaceutical Manufacturers Associations, International
Conference on Harmonization, and European Forum for Good Clini-
ca Practice. In addition, the draft text was widely distributed to
organizations of ethics committees in Europe and the United States
as wdll as to experts in the field of biomedical research ethics. On 2
January 2000 a new draft was prepared and distributed to the mem-
bers of the Drafting Working Party, the Secretariat, and the Consul-
tation Partners as well as to other parties who had commented or
expressed an interest.

Following on the reception of a wide range of detailed comments
from around the world, the text was then widely discussed at a
Meeting on Guiddines and Standard Operating Procedures for Ethi-
ca Review Committees held in Bangkok on 10-12 January 2000.
Participants in this meeting were drawn from the regions of Africa,
Asia, Latin America, North America, and Europe, from interna-
tional organizations, (including WHO, UNAIDS, UNESCO,
CIOMS, EFGCP, and IFPMA), and from universities and research
ingtitutions. A final deliberation took place at a Drafting Meseting
held on 13 January 2000 in Bangkok. Following the Drafting Meet-
ing a finad set of comments were solicited and integrated into the
fina document.

The purpose of this wide consultative process was to ensure exten-
sve input while fostering the sharing of knowledge from develop-
ing and developed countries alongside organizations and institu-
tions with varying degrees of experience and expertise. This proc-
ess dso help to prepare for the dissemination of the find text through
an internationa process of capacity building that would strengthen
nationa and loca infrastructures for ethica review throughout the
world.

The Operational Guidelines for Ethics Committees That Review
Biomedical Research are proposed by the WHO and CIOMS as a
support for improving the organization, quality, and standards of
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ethical review around the world. These Guidelines take into ac-
count current practices while suggesting guidance for a harmonized
state-of-the-art approach.
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Comments and suggestions on al aspects of these guiddines
are welcome for consideration in future revisions of this
document. Please correspond with:

Dr JuntraKarbwang
Clinical Coordinator
Product Research and Devel opment
TDR/CDS'WHO
CH-1211 Geneva 27
Switzerland

Td (41) 22 791 3867/8
Fax (41) 22 791 4854
E-mail: karbwangj@who.ch



