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Introduction
Background

1.1  Research is urgently needed to help to address the burden of disease that affects the developing
world. The ability of researchers in poor countries to conduct their own clinical studies is severely
impeded by limited funds and a lack of trained staff. Socio-economic factors are also influential.
For example, opportunities in education and research, the integrity of family life and the quality
of national and local governance all play a part. It is vital therefore that developed countries
should help to establish partnerships, involving both the public and the private sector, to
conceptualise, design, implement, fund and assess healthcare-related research in developing
countries. However, the inequalities that exist between developed and developing countries
pose significant risks of exploitation when externally sponsored research is carried out. 

1.2  Several of the issues raised by externally sponsored research, such as the standard of care
provided to research participants, are not confined to developing countries. They tend,
however, to be exacerbated in situations where provision of basic healthcare is limited, and
where research ethics committees are under-resourced or even absent, as is often the case in
developing countries. In addition, researchers are faced with diverse and sometimes
conflicting guidance as to what may be ethically appropriate.

1.3  International guidelines to protect participants in biomedical research have been in place for
several decades. Specific guidelines on the ethics of healthcare-related research have recently
been revised by a number of international bodies, including the World Medical Association
(WMA), and the Council for International Organizations of Medical Sciences (CIOMS). New
guidelines have been prepared by the European Group on Ethics in Science and New
Technologies (EGE) and the Council of Europe’s Steering Committee on Bioethics (CDBI) (see
paragraphs 1.9–1.14 and Table 1.1). The reasoned application of the available guidelines in
the light of ethical principles is a primary aim of ethical review of research proposals. However,
variation in the guidelines provided by these different bodies means that the resolution of
complex issues raised by research in developing countries continues to be challenging.

1.4  In 2002, the Nuffield Council on Bioethics published the Report, The ethics of research related
to healthcare in developing countries. It concluded that externally funded research in
developing countries is crucial but must be subject to rigorous ethical safeguards to prevent
the exploitation of those who take part. Rather than setting out guidelines, the Report
provides an ethical framework for those designing or conducting externally sponsored
research in the developing world. 

1.5  The Council held a follow-up Workshop in February 2004, co-hosted with the Medical
Research Council (MRC) of South Africa, to explore the practical implications of new and
recently revised guidelines since the publication of the 2002 Report. The Workshop provided
an opportunity for researchers, sponsors and members of ethics committees from developed
and developing countries to exchange experiences, and to consider how the guidelines may
be applied in practice, particularly when they provide conflicting advice. Fifty-eight delegates
from 28 countries attended the meeting. Further details about the Workshop, the
programme and a list of delegates can be found in Appendix C. 

1.6  This Discussion Paper identifies areas of concern arising from recent developments in the
guidelines and draws out general themes from the discussion. It does not reconsider specific
ethical issues addressed in the 2002 Report. Some background knowledge of the issues
related to research in developing countries is assumed; a bibliography for those new to the
issues is given in Appendix D.
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Structure of the Paper

1.7  This Paper begins with a brief overview of a number of guidelines, regulations, declarations
and recommendations that have been newly established or revised since 2002 (see Table 1.1).
Most are only persuasive and do not have the force of law. We refer to them collectively as
‘the guidance’. Chapters 2–5 report the discussion of four topics at the Workshop: consent,
standards of care, what happens after the research is over, and ethical review. These topics
are often interrelated, but are treated separately here for ease of reference. Each chapter
starts with a summary of relevant guidance that highlights areas of agreement and
disagreement, and then provides details of the participants’ own experiences and concerns
raised during the Workshop. 

1.8  Chapter 6 was drafted by the Steering Committee following discussion at the Workshop. It
draws together some of the general themes that were identified during the meeting,
including community participation, the development of expertise, sustainability, partnership
and ensuring feedback from research. Issues requiring further discussion are also identified,
including those raised by chronic diseases, research on public health, and intellectual
property. A discussion of the importance of defining research priorities follows. Finally, in
light of the discussion at the Workshop, we consider the status of the Declaration of Helsinki,
and its practical implementation. It should be noted that not all of the views reported in the
Paper were necessarily shared by all of the delegates or the Nuffield Council.

Overview of the guidance

1.9  When planning research in developing countries, researchers and sponsors may have to
refer to:

■ international guidelines or conventions;

■ European Union Directives;

■ national laws or guidelines;

■ regulations and guidelines for research sponsored by the pharmaceutical industry; 

■ guidelines produced by funding agencies;

■ institutional guidelines;

■ guidelines relating to a specific disease; and

■ recommendations from advisory bodies.

1.10   Since it was first published in 1964, the Declaration of Helsinki has been regarded by many
as the pre-eminent guidance on the ethics of research related to healthcare. The Declaration
established a set of fundamental principles from which were derived some general rules of
conduct for research. Since 1964, it has been revised five times by the WMA, most recently
in 2000 (WMA 2000). Paragraphs 29 (standards of care) and 30 (after the research is over)
were discussed and clarified in 2002 and 2004 respectively (see Box 4.1).

1.11  In 1982, CIOMS, in collaboration with the WHO, published guidelines to address the special
circumstances that arise when applying the Declaration of Helsinki to research undertaken
in developing countries. The CIOMS guidelines were revised in 1991, 1993 and in 2002. EU
2001, EGE 2003, and CoE 2004 have all been established relatively recently. 

1.12  An additional set of regulations and guidelines are in place to provide technical standards
for research sponsored by the pharmaceutical industry. For example, the International
Conference on Harmonisation (ICH) Harmonised Tripartite Guidelines: Guideline on Good

d_Nuffield_text_hl.qxd  07/03/2005  9:43 am  Page 4



Guidance Status Abbreviations
in Paper

Not legally binding, but
referred to in other
forms of guidance and
regulation

Not legally binding

Legally binding (if
signed and ratified)2

Incorporated into
national law for EU
Member States; applies
within the EU and for
multi-centre clinical
trials taking place in
Member States and
other countries

WMA 2000

CIOMS 2002

CoE 2004

EU 2001

Table 1.1: Guidance considered in the Paper 1
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1 Discussion at the Workshop and in this Paper considers guidance that has been newly established or revised since 2002. Some
of these documents have been finalised since the Workshop, for example WMA 2000, paragraph 30 and CoE 2004. In these
cases, the draft versions were referred to at the meeting. In this Paper, we refer to the final versions, which for our purpose,
do not differ significantly from the draft documents.

2 The Protocol is only binding for those countries that have signed and ratified it, and are party to the 1997 Convention on
Human Rights and Biomedicine. Nineteen countries have signed and ratified the Convention thus far: Bulgaria, Croatia,
Cyprus, the Czech Republic, Denmark, Estonia, Georgia, Greece, Hungary, Iceland, Lithuania, Moldova, Portugal, Romania,
San Marino, Slovakia, Slovenia, Spain and Turkey. The Council of Europe includes all members of the EU in its membership as
well as other non-EU European countries.

World Medical Association (WMA):
Declaration of Helsinki as last revised in Oct
2000; Note of Clarification on Paragraph 29,
Dec 2002; Workgroup Report on the
revision of Paragraph 30, Sep 2003; and
Note of Clarification on Paragraph 30,
October 2004.

The Council for International Organizations
of Medical Sciences (CIOMS) in
collaboration with the World Health
Organization (WHO): International Ethical
Guidelines for Biomedical Research
Involving Human Subjects, as last revised in
Sep 2002.

Council of Europe (CoE): Additional Protocol
to the Convention on Human Rights and
Biomedicine concerning Biomedical
Research, prepared by the Steering
Committee on Bioethics (CDBI) of the
Council of Europe adopted by the
Committee of Ministers, June 2004. (A draft
Protocol, approved by the CDBI in June
2003, was discussed during the Workshop in
February 2004.)

European Council and European Parliament
(Eurpean Union): Directive 2001/20/EC of the
European Parliament and of the Council on
the approximation of the laws, regulations
and administrative provisions of the Member
States relating to implementation of good
clinical practice in the conduct of clinical
trials on medicinal products for human use,
April 2001, adopted by Member States by
May 2003, brought into force May 2004.

Continued
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Clinical Practice (1996) provides unified technical standards for clinical trials so that clinical
data are mutually acceptable to regulatory authorities in the EU, US and Japan.4  

1.13  Some organisations have devised their own guidelines to address ethical issues raised by
research in developing countries, or related to a specific disease. For example, the Joint
United Nations Programme on HIV/AIDS (UNAIDS) has published guidelines for researchers
conducting research on vaccines for HIV/AIDS.5 Funding agencies, including the UK Medical
Research Council (MRC), the Wellcome Trust and the National Institutes of Health (NIH), that
sponsor healthcare-related research in developing countries have also produced guidelines
for researchers.6

1.14  In recent years, some of the guidelines listed in Table 1.1 have been criticised. Critics argue
that they are too general to address many of the specific and often controversial issues
that are raised by research. For example, guidelines about the standards of care that
should be provided to those participating in clinical trials, and the level of medical care
that should be provided after a trial is over tend to be set out in very general terms and
have been subject to varied and contradictory interpretations.7 Furthermore, these
guidelines are not consistent in the advice that is given. Nor do they always take into
account the special circumstances that may attend externally funded research undertaken
in developing countries.

3 Whereas the other documents listed in Table 1.1 provide specific guidelines on externally sponsored research, this Report
focuses on establishing an ethical framework for those conducting such research, and provides recommendations. 

4 ICH is a project that brings together the regulatory authorities of Europe, Japan and the US and experts from the
pharmaceutical industry in the three regions to discuss scientific and technical aspects of product registration. The purpose
is to make recommendations on ways to achieve greater harmonisation in the interpretation and application of technical
guidelines and requirements for product registration in order to reduce or obviate the need to duplicate the testing
carried out during the research and development of new medicines. See also ICH (1997) Technical Requirements for
Registration of Pharmaceuticals for Human Use, and WHO (1995) Guidance on Good Clinical Practice for Trials on
Pharmaceutical Products. 

5 UNAIDS (2000) Ethical Considerations in HIV Preventive Vaccine Research (Geneva: UNAIDS). 

6 Medical Research Council UK (2004) MRC Ethics Guide: Research involving human participants in developing societies
(London: MRC); Wellcome Trust (2005) Wellcome Trust Funded Research Involving People Living in Developing Countries
(London: Wellcome Trust); NIH (1997) Guidelines for the conduct of research involving human subjects at the NIH (5th
Printing August 2004) (Washington, DC: NIH). The NIH guidelines apply to research sponsored from within the US but
carried out elsewhere. See also National Bioethics Advisory Commission (2001) Ethical and Policy Issues in International
Research: Clinical trials in developing countries (Bethesda: NBAC), which was published prior to the Report of the Nuffield
Council on Bioethics (2002) The ethics of research related to healthcare in developing countries.

7 NCOB 2002, paragraphs 5.3–5.4.

Guidance Status Abbreviations
in Paper

The European Group on Ethics in Science
and New Technologies (EGE): Opinion Nr 17
on the ethical aspects of clinical research in
developing countries, published in Jan 2003.

Nuffield Council on Bioethics: The ethics of
research related to healthcare in developing
countries, April 2002.3

Advisory

Advisory

EGE 2003

NCOB 2002

Table 1.1: Guidance considered in the Paper (Continued)

d_Nuffield_text_hl.qxd  07/03/2005  9:43 am  Page 6



7

R e s e a r c h  r e l a t e d  t o  h e a l t h c a r e  i n  d e v e l o p i n g  c o u n t r i e s
C

H
A

P
T

E
R

 
1

I
N

T
R

O
D

U
C

T
I

O
N

1.15  Despite these difficulties, the consideration of suitable guidance and a rigorous process of
ethical review can help those designing or conducting research to address the issues that are
raised. However, even the best possible guidance would not necessarily resolve them. In the
following chapters, we discuss applications of the guidance listed in Table 1.1, and the
problems that may be encountered in four important areas for healthcare-related research:
consent, standards of care, what happens after the research is over, and ethical review. In
each chapter, the issues are first examined in the light of international guidance, and
secondly, in the context of discussions at the Workshop. Tables comparing relevant
provisions of the guidance, based on a Background Paper that was circulated to all
Workshop delegates, are provided at Appendix A.
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