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Abstract
The revised CIOMS 2002 International Ethical Guidelines for Biomedical Research Involving

Human Subjects supersede the previous 1993 Guidelines and consist of a statement of general

ethical principles, a preamble and 21 guidelines with extensive commentaries. The Guidelines

provide advice on the implementation in practice of the World Medical Association (WMA)

Declaration of Helsinki and are designed to be of use, particularly to low-resource countries,

in defining national policies and regulations on the ethics of biomedical research. The

Guidelines are available on the CIOMS website.

INTRODUCTION
Some 20 years ago the Council for

International Organizations of Medical

Sciences (CIOMS), in collaboration with

the World Health Organization (WHO),

prepared international ethical guidelines

for clinical research involving human

subjects. These guidelines have been

recognised worldwide as a working

document for investigators, ethical review

committees and research sponsors and as a

reference document for national and local

legislative norms and regulations

governing clinical research.

In October 2002, CIOMS published

revised ‘International Ethical Guidelines

for Biomedical Research Involving

Human Subjects’.1 The revision process,

which extended over some three years,

involved hundreds of institutions and

experts in research ethics worldwide and

comprised consultative meetings,

conferences and the compilation of

comments from draft versions placed on

the CIOMS website.2 During the entire

revision many new and emerging ethical

issues in clinical research such as research

in countries with limited resources,

obligation of sponsors to support capacity

building, reasonable availability of

products after the trials and use of

comparators such as placebo in controlled

clinical trials raised questions and inspired

discussion, and several, often

controversial, views were expressed.3–13

As a result, the Guidelines, with a

reference to the current version of the

World Medical Association (WMA)

Declaration of Helsinki (as revised and

published in October 2000), provide

extensive ethical guidance for

investigators, sponsors, ethical review

committees and health authorities

regarding clinical research.

The aim of this paper is to review some

main points of the guidance included in

the CIOMS 2002 International

Guidelines.

CIOMS AND BIOETHICS
CIOMS is an international, non-

governmental, non-profit organisation

that was established jointly by the WHO

and the United Nations Educational,

Scientific and Cultural Organization

(UNESCO) in 1949. Its mandates include

maintaining collaborative relations with

the United Nations and its specialised

agencies, particularly the WHO and

UNESCO. The membership of CIOMS

consist of some 70 international or

national biomedical science organisations

and bodies.

In the late 1970s, CIOMS set out, in
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cooperation with the WHO, to prepare

guidelines ‘to indicate how the ethical

principles that should guide the conduct

of biomedical research involving human

subjects, as set forth in the 1964 WMA

Declaration of Helsinki, could be

effectively applied in practice’. The aim

was to consider situations in developing

countries, given their socioeconomic

circumstances, laws and regulations,

traditions, and executive and

administrative circumstances.

The outcome of the CIOMS/WHO

undertaking was the issuance in 1982 of

‘Proposed International Ethical

Guidelines for Biomedical Research

Involving Human Subjects’. The

Guidelines have been revised twice, the

first revision being published in 1993 and

the most recent in October 2002. Among

the reasons for undertaking the latest

revision of the CIOMS Guidelines was

the fact that the WMA Declaration of

Helsinki was revised in 2000 and the new

version of the Declaration included many

new ethical principles which required

interpretation.

The steps taken by CIOMS in the

revision process are listed in Table 1. The

CIOMS 2002 Guidelines are available on

the CIOMS website2 in English and

Spanish and translations into French,

German, Italian, Portuguese, Japanese,

Arabic, Chinese, Farsi and Russian are in

various stages of preparation.

GENERAL GUIDANCE FOR
CLINICAL RESEARCH
Any clinical study involving human

subjects, including placebo-controlled

trials, must be scientifically sound and

justified and ethically acceptable. These

prerequisites are outlined in the CIOMS

Guidelines (Guideline 1) as follows:

The ethical justification of biomedical

research involving human subjects is

the prospect of discovering new ways

of benefiting people’s health. Such

research can be ethically justifiable

only if it is carried out in ways that

respect and protect, and are fair to, the

subjects of that research and are

morally acceptable within the

communities in which the research is

carried out. Moreover, because

scientifically invalid research is

unethical in that it exposes research

subjects to risks without possible

benefit, investigators and sponsors

must ensure that proposed studies

involving human subjects conform to

generally accepted scientific principles

and are based on adequate knowledge

of the pertinent scientific literature.

The Commentary on this Guideline

indicates that the methods used should be

appropriate to the objectives of the

research and that these considerations

should be adequately reflected in the

research protocol submitted for review

and clearance to scientific and ethical

review committees.

During the entire revision process these

principles were widely accepted and they

have also been stated in some other recent

documents on ethical aspects of clinical

research.14–17

ETHICAL REVIEW
COMMITTEES AND
SANCTIONS
Guideline 2 outlines the responsibilities of

ethical review committees, stresses the

need for sufficient resources and suggests

that review of protocols could be

supported by payments. The committees

should be independent of the research

team, and any direct financial or other

material benefit they may derive from the

research should not be contingent on the

outcome of their review. Thus, the

CIOMS Guidelines are in agreement with

paragraph 13 of the Declaration of

Helsinki stating that the ethical review

committee should conduct further

reviews as necessary in the course of the

research, including monitoring of its

progress.

A new recommendation is that the

ethical committees may withdraw their

approval if judged necessary and must

report to the health authorities any serious

Ethical justification

Independent ethical
review

Prerequisites of clinical
research

Sound science
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non-compliance with ethical standards.

Subsequently, the governmental,

institutional, professional or other

authorities may impose sanctions as a last

resort.

There is a general agreement that the

ethical committee is to verify that the

safety, integrity and human rights of the

participants are protected, thereby

providing public reassurance about the

soundness of research. However,

mechanisms and procedures for local

ethical review in some developing

countries are under-developed.7–10,17,18

EXTERNALLY SPONSORED
RESEARCH
Externally sponsored research has inspired

lively discussion in recent years.7–11,17,18

In the CIOMS Guidelines (Guideline 3),

the term ‘externally sponsored research’

refers to research undertaken in a host

country but sponsored, financed and

sometimes wholly or partly carried out by

an external international or national

organisation or pharmaceutical company

with the collaboration or agreement of

the appropriate authorities, institutions

and personnel in the host country.

The investigator should not only

submit the research protocol for ethical

and scientific review in the country of the

sponsor but the health authorities of the

host country, as well as a national or local

ethical review committee, should ensure

that the proposed research is responsive to

the health needs and priorities of the host

country and meets the requisite ethical

standards. Moreover, the review of the

protocol by the local ethical review

committee is necessary to understand

properly the customs, traditions and

means of obtaining informed consent as

well as to assess the competence of the

research team and the suitability of the site

in the host country.

RESEARCH IN
COMMUNITIES WITH
LIMITED RESOURCES
Guideline 10 suggests that research in

populations or communities with limited

resources should be responsive to the

health needs and the priorities of the

population or community and that any

intervention or product developed, or

knowledge generated, should be made

reasonably available for the benefit of that

population or community.

Prior to the trial the sponsor and

investigator should undertake negotiations

with the representatives of stakeholders

(such as the national government, the

health ministry, local health authorities,

and concerned scientific and ethical

groups, as well as representatives of the

communities and non-governmental

organisations) in the host country to

determine practical implications of

responsiveness as well as reasonable

availability of a potential product.

The negotiations should cover the

Reasonable availability

Negotiations prior to
research

Review of host country

Table 1: The steps taken in the process of revision of the CIOMS 1993 Guidelines

December 1998 First draft prepared by a consultant
May 1999 Steering Committee reviewed the draft and recommended papers to be commissioned on

some key topics
March 2000 International consultation; report published in November 2000
January 2001 Multinational drafting group meeting for five days
July–October 2001 Draft placed for comments on the CIOMS website, and comments requested from some

400 institutions, including WHO member states, research institutions and ethics
committees, and from individual experts throughout the world

October 2001 Multinational editorial group established
January 2002 New draft placed on the CIOMS website
February 2002 CIOMS Conference considered and endorsed the draft text
August 2002 Endorsement of the final text by the CIOMS Executive Committee
September 2002 Final text placed on the CIOMS website
October 2002 Revised CIOMS 2002 Guidelines published
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healthcare infrastructure required for safe

and rational use of the intervention, the

likelihood of authorisation for

distribution, and decisions regarding

payments, royalties, subsidies, technology

and intellectual property as well as

distribution costs. Ideally, there should be

an agreement in advance for whom, for

how long, by whom and with what cost a

potential intervention resulting from a

trial should be provided within the

population with limited resources. These

principles have also been agreed as a

solution in externally sponsored research

in some other guidance documents.14,17,18

For minor research studies such as

Phase I or early Phase II studies with

pharmaceuticals or candidate vaccines,

and when the outcome is scientific

knowledge rather than a commercial

product, such complex planning or

negotiation is rarely, if ever, needed.

INFORMED CONSENT
Guidelines 4, 5 and 6 provide

comprehensive guidance on informed

consent. The consent process, use of

comprehensible language and

information, documentation of consent,

requirements for waiver of consent,

renewing consent, cultural considerations

and consent to use for research purposes

biological materials, medical records and

biological specimens are all covered.

Guideline 5 lists some 26 items which

must be included in essential information

communicated to prospective research

subjects.

Informed consent is a decision to

participate in research, taken by a

competent individual who has received

the necessary information; who has

adequately understood the information;

and who, after considering the

information, has arrived at a decision

without having been subjected to

coercion, undue influence or

inducement, or intimidation.

The design and methods of placebo-

controlled studies are often rather

complicated. To explain, using simple

language, research designs such as

randomisation and double-blinding and to

ensure full comprehension by the

prospective subject requires time and

effort on the part of the investigator, but

there must also be an opportunity for the

subject to seek clarifications and ask

questions. These principles, however, are

necessary in order to ensure full

comprehension of the study design and to

make it clear that a prospective subject

could be randomised to a placebo arm of

the study.

As a rule, the prospective subjects of

placebo-controlled studies should be

volunteers. In case an individual is not

capable of giving informed consent, a

placebo-controlled study can rarely be

considered appropriate and must in all

cases be approved by an independent

ethical review committee.

RESEARCH IN
VULNERABLE PERSONS,
CHILDREN AND
PREGNANT WOMEN
According to Guideline 13, vulnerable

persons are those who are relatively (or

absolutely) incapable of protecting their

own interests as they may have

insufficient power, intelligence,

education, resources, strength or other

needed attributes to protect their own

interests.

The participation of children is

indispensable for research into diseases of

childhood as well as for clinical trials of

drugs or vaccines that are designated for

children (Guideline 14). A sponsor of any

new therapeutic, diagnostic or preventive

product that is likely to be indicated for

use in children is obliged to evaluate its

safety and efficacy for children before it is

released for general distribution.

Guideline 16 provides guidance on

women as research subjects. It states that

investigators, sponsors or ethical review

committees should not exclude women of

reproductive age from biomedical

research but stresses the need for a

thorough discussion of risks to the

pregnant woman and to her foetus as a

prerequisite for the woman’s ability to

Comprehension

Informed consent

Vulnerable subjects
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make a rational decision to enrol in a

clinical study. It further discusses the need

for pregnancy tests and access to effective

contraceptive methods.

According to Guideline 17, research in

pregnant women should be performed

only if it is relevant to the particular

health needs of a pregnant woman or her

foetus, or to the health needs of pregnant

women in general. Reliable evidence

from animal experiments, particularly as

to risks of teratogenicity and

mutagenicity, provides invaluable support

for such studies.

BEST CURRENT METHOD,
ACTIVE COMPARATOR
AND USE OF PLACEBO
There has been extensive discussion on

the ethics of using placebo in comparative

trials when a known therapy for the

condition exists.3–5,8,17,18

The Declaration of Helsinki states (in

paragraph 29) that the benefits, risks,

burdens and effectiveness of a new

method should be tested against those of

the best current methods but that this

does not exclude the use of placebo, or no

treatment, in studies where no proven

method exists. When drafts of the revised

CIOMS Guidelines were considered,

interpretation of this paragraph became

especially contentious as commentators

raised the question of the standard of care

to be provided to a control group.

Where a method of treatment existed,

those in favour of placebo use suggested

that if the condition being studied was

mild, such as baldness, smoking cessation,

overweight, headache, allergic reactions,

cough or mild elevation of cholesterol or

blood pressure, the use of placebo in

comparative studies would be appropriate

and ethical. However, proper surveillance

of subjects should be assured, the duration

of placebo use should be minimised,

escape or reserve treatment should be

available and there should be valid

informed consent from volunteers.

Furthermore, it was stated that the use

of active comparator instead of placebo in

controlled trials could also result in

unreliable results. The assay sensitivity in

many conditions remains weak, the

clinical symptoms and treatment response

in some conditions may vary or the

spontaneous improvement rate may be

high. Treatment response can also be

modest and almost the same as with

placebo. In these circumstances, a

comparative study without a placebo arm

may yield no reliable scientific results.

In fact, clinical studies conducted in

this way can be considered unethical as

they expose subjects to unnecessary

burdens and hypothetical risks and also

cause a waste of resources. Emanuel and

Miller5 have published an example of a

hypothetical comparative trial. In order to

demonstrate a certain therapeutic response

rate, the use of placebo instead of an

active comparator may reduce the

number of subjects required in a dramatic

manner. The non-inclusion of placebo in

such comparative trials could be

considered unethical.

The main arguments against placebo

use in comparative clinical trials include

the fact that, for a patient and a practising

physician, the comparison of a new

therapy with existing therapies is the

point, not the comparison with placebo.

Many drug regulatory authorities,

including the European Agency for the

Evaluation of Medicinal Products

(EMEA) and the US Food and Drug

Administration (FDA), however, have

pointed out that placebo-controlled trials

are still required by them to demonstrate

the efficacy and safety of new therapies,

even in cases where there is an existing

therapy.

Additional arguments against placebo

use were that placebo may be harmful

even in mild conditions as symptoms

continue and the disease may worsen and

result in irreversible changes or even in

death.

ESTABLISHED EFFECTIVE
INTERVENTION
The CIOMS Guidelines depart in one

respect from the terminology of the

Declaration of Helsinki. ‘Best current

Pregnant women as
subjects

Selection of comparator

Justification of placebo
use
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intervention’, the term in the Declaration,

is most commonly used to describe the

active comparator that is ethically

preferred in controlled clinical trials. For

many conditions, however, there is more

than one established ‘current’ intervention

and expert clinicians do not necessarily

agree on which is superior. In other

circumstances in which there are several

established ‘current’ interventions, some

expert clinicians recognise one as superior

to the rest; some commonly prescribe

another because the superior intervention

may be locally unavailable, for example,

or prohibitively expensive or unsuited to

the capability of a particular patient to

adhere to a complex and rigorous

regimen.

The CIOMS Guidelines use the term

‘established effective intervention’, which

refers to all such interventions, including

the best and various alternatives to the

best. One could also hypothesise that this

term may not exclude even placebo or no

treatment as an intervention in some

conditions. It is a well-known fact that

placebo can be effective and is commonly

used in some mild conditions and that

application of no treatment is the best

‘therapeutic’ intervention in some

situations.

The CIOMS Guidelines suggest that in

some cases an ethical review committee

may determine that it is ethically

acceptable to use an established effective

intervention as a comparator, even in

cases where such an intervention is not

considered the best current intervention.

CONCLUSIONS
The revised CIOMS 2002 International

Ethical Guidelines provide guidance for

ethical conduct of clinical research, taking

into account discussions prompted by the

2002 version of the Declaration of

Helsinki and considerations related to

externally sponsored research in resource-

poor countries. Standard of care,

availability after the trial of an

intervention or product developed, and

use of placebo as a comparator inspired

lengthy considerations during the revision

process. As a result, the Guidelines and

their commentaries offer useful practical

solutions emphasising the need to involve

experts and ethics committees from

resource-poor countries in negotiations

prior to conduct of clinical trials in these

countries.
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