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General themes
6.1  The issues raised by consent, standards of care, post-trial access to treatment, and ethical

review in externally sponsored research are interrelated, and decisions reached in one of
these four areas will often have a bearing on discussion about another. Clearly, all four areas
need to be considered together in the design of a research proposal. During the Workshop
discussion, some common themes were identified that cut across several aspects of research.
In this chapter we discuss these general themes and examine the way that they are addressed
in the guidance. The themes identified include:

■ innovative ways of encouraging community participation in research;

■ development of expertise;

■ sustainability;

■ partnership; and

■ ensuring feedback from research.

We then turn to a number of related issues that were discussed briefly at the Workshop.
These are not given much attention in the guidance (see Appendix A), but would merit
further discussion and debate. They concern:

■ increasing awareness of chronic diseases;

■ research on public health; and

■ intellectual property.

We then discuss national priorities for research, which are increasingly recognised as a critical
determinant of whether research proposals should be supported. Finally, in the light of the
experiences and evidence discussed during the Workshop, we consider the practical
experience of implementation of guidance in healthcare-related research.

Innovative ways of encouraging community participation

6.2 The importance of involving the wider community in externally sponsored research is already
explicitly addressed in general terms in some of the guidance.1 Throughout the Workshop,
delegates emphasised the need for community participation when conducting research in
developing countries. However, it was acknowledged that defining a ‘community’ was rarely
straightforward and researchers might sometimes not be aware of the diverse interests of
different members of a given community. In addition, divisions within a community, or
competing pressures could make it difficult to reach agreement about health issues.

6.3 Bearing these limitations in mind, engagement with the community was seen to have two main
roles. First, involving the community helped researchers and sponsors to develop and maintain
trust in a research project. Secondly, local consultation provided a means of adapting research
designs for use in particular communities. For example, it had been noted that the establishment
of Community Advisory Boards in the HapMap project (see Box 6.1) and educational initiatives

1 For example, CIOMS 2002 acknowledges the importance of ethics review committees having a thorough understanding of a
community’s customs and traditions, and recommends that the committee should have either members or consultants with
such an understanding (Commentary on Guideline 3); it also recommends that ‘sponsors and investigators should develop
culturally appropriate ways to communicate information’ (Commentary on Guideline 4). CoE 2004 states that the existence of
an independent ethics committee ensures that the interests and concerns of the community are represented (Explanatory
Report, paragraph 41). Other guidance, such as the WMA 2000 and EGE 2003, does not address the issue.
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Development of expertise

6.4 The importance of strengthening local expertise in research while conducting externally
sponsored research was also highlighted throughout the Workshop. Guideline 20 of CIOMS
2002 states that sponsors and investigators have an obligation to contribute to national and
local capacity in biomedical research3 (see Appendix A, Table 4). NCOB 2002 accords
responsibility to sponsors by suggesting that they require the development of local expertise
in research to be included as an integral component of research proposals.4 The guidance of
the MRC of South Africa also explicitly emphasises the need for the development of
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in the KAVI vaccine trials in Kenya (see Box 2.5) had improved awareness of the research in local
communities. In the case of the consent process, community involvement could facilitate the
provision of information to participants (see paragraphs 2.14–2.15 and Box 2.5), and discourage
inappropriate inducements. The role of the community was also highlighted in discussion about
the provision of post-trial treatment and ethical review of research. There was agreement that,
wherever possible, lay members should participate in the review process.2

2 CoE 2004 emphasises the importance of having lay members on an ethical review committee (Article 9).

3 ‘In externally sponsored collaborative research, sponsors and investigators have an ethical obligation to ensure that
biomedical research projects… contribute effectively to national and or local capacity to design and conduct biomedical
research, and to provide scientific and ethical review and monitoring of such research.’ CIOMS, 2002, Guideline 20.

4 NCOB 2002, paragraph 9.52.

Box 6.1: Engaging with the community – Community Advisory Boards in the HapMap project
(case study contributed by Professor Charles Rotimi)

The International HapMap Project aims to determine common patterns of variation in DNA
sequences in the human genome and to make this information freely available in the public
domain (see also Box 2.6). An international consortium will collect DNA samples from
populations in Africa, Asia and Europe.

The importance of genuine engagement with the community has been recognised at all stages
of the project. In Nigeria, communities were given an opportunity to share their views through
a range of individual interviews, focus groups and community meetings before the project
began. A survey was also conducted to assess community attitudes, beliefs and experiences,
and participants were invited to comment on the way in which samples would be collected.

In addition, a Community Advisory Board (CAB) was established in July 2003, to provide
continuing community review and oversight of the project. There are nine members, and the
Chair and other positions were selected by an open and democratic process. The Coriell Institute
for Medical Research, the sample repository, will provide up to US$1,000 per year to defray
associated expenses, and the CAB will hold periodic meetings. The CAB will liaise with Coriell to
check that future uses of the samples are consistent with the uses described in the consent
documents. The CAB will also continue to monitor engagement with the community, and public
consultation to ensure that  initiatives do not cease when the collection of samples is completed.

US$50,000 was allocated by the project to initiatives to encourage engagement with the
community. Those involved considered that the process has raised the standard of research.
However, questions were posed as to whether other studies would be able to afford a
commitment of this nature.

See The International HapMap Consortium (2003) The International HapMap Project Nature 426: 789–96; The International
HapMap Consortium (2004) Integrating ethics and science in the International HapMap Project Nature Reviews Genetics 5:
467–75.
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infrastructure and research capacity to be addressed before research is completed.5

6.5 Delegates took the view that all externally sponsored research had the potential to provide
opportunities to increase the number of qualified scientists and to improve the skills of
professionals. For example, in Fiji, there was often interest from external researchers to
conduct projects investigating human genetics in local populations. Many of these projects,
such as the investigation of the genetic basis for colour blindness, were unlikely to have
immediate relevance to the local population or nationally defined priorities. However, they
received approval from the local REC on the condition that a local researcher was included in
the study, and the sponsor contributed to the strengthening of expertise during the project
(see also paragraph 6.21). Delegates emphasised that researchers in developing countries
needed to be actively involved in planning research and not merely responsible for
implementing protocols initiated by foreign partners. 

6.6 Delegates concluded that both researchers and sponsors should share responsibilities for
strengthening expertise, and that partnerships to assist efforts to develop regional and national
capacity should be established wherever possible. Sponsors could also support training
programmes. For example, substantial progress has been made in the past few years in
strengthening expertise in research on malaria through the activities of the African Malaria
Network Trust (AMANET), which has run workshops in Good Clinical Practice, data management
and research ethics. The Fogarty International Center and the Wellcome Trust also support
research and training with a series of grants and programmes. As mentioned previously, the
development of expertise in ethical review is urgently required (see also paragraphs 5.17–5.21).6

Sustainability

6.7 The importance of longer term considerations, including the sustainability of local healthcare
facilities strengthened through externally sponsored research, was also emphasised. Local
improvements needed to be planned so that they were sustainable once research was
complete. One example cited was the AIDS Support Organisation (TASO) clinic in Entebbe,
Uganda, where trials of a pneumococcal vaccine were conducted. The research infrastructure
was subsequently used for trials of anti-retroviral treatments and the research activities also
had a beneficial effect on improving the standard of routine care at the clinic.

6.8 The need for sustainability of health-related improvements is recognised in CIOMS 2002,
which advises that ‘the development of a health-care infrastructure should be facilitated at
the onset so that it can be of use during and beyond the conduct of research’.7 NCOB 2002
also suggests that the sustainability of any changes introduced for the purposes of research
should be considered. However, improvements are usually financed from research funds and
are unlikely to be sustainable by this means once the research is completed. As the Report
comments, ‘much ill-feeling may be generated and further research in the particular
community compromised, if, at the end of the study, the researchers leave and the
improvements to healthcare are not sustained’.8 Delegates acknowledged that, in practice, it
was often not possible for an institution to maintain improvements in the longer term.
However, other achievements in developing expertise, whether of personnel, of attitudes or
of infrastructure, may contribute towards sustainability.

5 Medical Research Council of South Africa (2002) Book 1 Guidelines on ethics for medical research: General principles (SA
MRC), paragraph 11.4.4i.

6  Recent training initiatives include the International Research Ethics Network for Southern Africa (IRENSA), which offers a
programme to train students in international research ethics in order to support RECs. 

7  CIOMS 2002, Commentary on Guideline 10.

8  NCOB 2002, paragraph 9.10.
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Partnerships

6.9 NCOB 2002 stressed that the context for externally sponsored research is one of considerable
inequalities of power and advantage between developing and developed countries.9 A
fundamental moral principle identified in this regard is that the more powerful have a duty
to refrain from exploiting the vulnerability of the weaker. Furthermore, in order to avoid
erosion of the principle in practice and to avoid unfairness, it is important for the duty to be
observed uniformly by all individuals and organisations.

6.10 A recurring theme at the Workshop, reflecting support for this approach, was the crucial
importance of discussion between the stakeholders in research. As one delegate
commented, ‘the whole research endeavour should be created as a partnership’.
Researchers, sponsors, participants, the local community and the local health authorities
should work in partnership before research begins. They should consider the importance of
the research questions, procedures for obtaining consent, the provision of an appropriate
standard of care, and the sustainability of arrangements once research is complete. The
crucial nature of partnership in the research setting is recognised in some of the guidance.10

NCOB 2002 considers that promoting genuine partnerships between researchers in
developed and developing countries should help to strengthen expertise in research and
maximise the opportunity for the transfer of knowledge and skills.11

Ensuring feedback from research

6.11 The need to make research findings available after research has been completed is also
encouraged by the guidance.12 WMA 2000 and EGE 2003 both specify that negative as well as
positive results should be included. Delegates emphasised the importance of making research
results available to local health authorities so that decisions could be made about healthcare
in the future. How such information is provided to the community will vary according to the
circumstances. NCOB 2002 suggests that a public meeting may be an appropriate forum.13

6.12 Providing feedback to individual participants in research would also help to strengthen a sense
of partnership. Delegates commented that failure on the part of researchers to do so is a
frequent reason for reluctance to participate in any subsequent research. However, CoE 2004
also recognises that the wishes of a participant not to receive information should be
recognised and that, where appropriate, results should also be provided within a framework
of healthcare or counselling.

Increasing awareness of chronic disease 

6.13 Delegates observed that discussions about research in developing countries are often
overly influenced by issues arising from clinical trials and research to investigate infectious
diseases.14 However, the burden of chronic non-communicable disease (NCD) in developing

9 NCOB 2002, paragraphs 2.32, 4.19 and 10.10.

10 EGE 2003, paragraph 2.4: ‘The involvement of all partners, from the funding institutions to the host countries or
communities, is essential at each phase of the research activities, from the definition of the programme and of the research
priorities, to the follow-up after the end of the trials. The involvement of local scientists from the host country at the very
early stage of the planning and implementation … is crucial to develop a culture of collaboration. Their knowledge of local
conditions and traditions is also necessary to identify local needs.‘

11 NCOB 2002, paragraph 10.50.

12 WMA 2000, paragraph 27; CIOMS 2002, Items 34 in Appendix 1 Items to be included in a protocol … for biomedical research
involving human subjects; CoE 2004, Articles 26–28; EGE 2003, paragraph 2.14; NCOB 2002, paragraph 9.40.

13 NCOB 2002, paragraph 9.40.

14 CIOMS 2002 acknowledges that trials to test vaccines and medicinal drugs ‘constitute a substantial part of all research
involving human subjects’ (Preamble).
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countries is increasing and will require more research in the future. NCDs, including
cancer, diabetes, cardiovascular disease, chronic respiratory disease, and mental health
disorders, currently account for almost half the global burden of disease. Moreover, the
majority of deaths, disability and morbidity resulting from NCDs take place in low- and
middle-income countries.15

6.14 There was general agreement that the guidance needed to give greater attention to
research involving chronic diseases requiring long-term treatment, including those with
infectious aetiology, such as HIV/AIDS. The need for long-term provision of any treatment
that might be available after a trial is over poses particularly difficult questions in some
settings.

Research on public health

6.15 There was also debate at the Workshop about whether sufficient consideration has been
given in the guidance to research concerned with public health. Here, the best interests of
research participants have to be balanced against the best interests of the community as a
whole. The guidance emphasises clinical research, with particular focus on trials of new
medicines or vaccines. However, many different types of research related to healthcare in
developing countries involve public health, such as epidemiology, surveillance studies, and
operational research.

6.16 For example, in deciding whether to introduce a new vaccine into a public health
programme, there will be a need to know not only whether the disease is prevented but
also the level of protection which is provided. It may therefore be important to continue a
research trial not only until a positive effect is established but until there is a good estimate
of the level of protection. In these circumstances, those in the group who have not received
the vaccine may be disadvantaged. However this approach can provide public health
authorities with the information necessary to make the best decision on the future use of
the vaccine for the community as a whole. 

6.17 The ambiguity of the division between research and the practice of public health was
reflected in discussion at the Workshop. For example, a distinction is often made between
research and surveillance; surveillance activities are sometimes classified as not requiring
ethical review as they are a component of public health practice. However, they often have
a research component. The WHO/UNAIDS Surveillance Working Group has recently
commissioned a Paper on ethical issues in second generation surveillance.16 Published in
April 2004, it sets out a number of guidelines, although it does not reflect official policy of
WHO or UNAIDS. This document recommends that all surveillance activities should be
subject to a process of wide ranging consultation with the community and to ethical review.
It recognises the particular difficulties that are associated with the HIV epidemic, when
people thought to be at risk or who are in fact at risk may be subject to stigmatisation,
discrimination and violence. The authors conclude that as a result, confidentiality has
assumed critical importance in the conduct of surveillance. The obligation to disseminate
data and the right of participants to access test results is also emphasised. 

6.18 CIOMS, recognising the tensions and ‘special features’ of epidemiological research,
published International Guidelines for Ethical Review of Epidemiological Studies in 1991

15 World Health Organization Noncommunicable Diseases and Mental Health Cluster. Available:
http://www.who.int/noncommunicable_diseases/en Accessed on: 2 Feb 2005.

16 Fairchild AL and Bayer R (2004) Ethical issues to be considered in second generation surveillance commissioned by the
WHO/UNAIDS Surveillance Working Group. Available: http://www.who.int/hiv/pub/epidemiology/sgs_ethical/en/ Accessed on
2 Feb 2005. 
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(Epidemiological Guidelines).17 They address issues of consent, recommending that
individual consent should be obtained together with agreement of a community
representative. However, they acknowledge that obtaining individual informed consent
may not always be practical and some flexibility may be required. For example, in some
community-based randomised trials, whole communities are categorised randomly as to
whether or not they receive an intervention. Ethical review is also required for all
epidemiological studies. The 1991 Epidemiological Guidelines state that, during the ethical
review process, ‘there is a responsibility to ensure that the Declaration of Helsinki and
CIOMS guidelines are taken into account in epidemiological studies’. 

6.19 CIOMS 2002 addresses issues of confidentiality of data and use of biological samples, with
specific mention of epidemiological studies. The commentary to Guideline 18 acknowledges
that ‘it is usually impractical to obtain the informed consent of each identifiable patient [in
epidemiological studies]; an ethical review committee may waive the requirement for
informed consent … provided that there are secure safeguards of confidentiality’. Issues
concerning research related to public health are not specifically addressed in other
guidance, much of which relates to clinical trials for medicinal products.18

Intellectual property

6.20 Large-scale studies in genetic epidemiology are being conducted in several different
populations, including The Gambia, Ghana, Kenya, Malawi, Mali, and Vietnam. One aim is to
examine the extent to which susceptibility to malaria is determined by genetic variation in the
human immune system. Because there are a number of complex interacting factors, very large
sample sizes are needed from a range of different populations.

6.21 This form of research raises questions about benefit sharing. One of the main issues in the
debate on access to genetic resources in developing countries concerns the relationship
between intellectual property protection and the ownership and rights pertaining to the
resources on which the intellectual property right has been based. Only recently has the
international community sought to recognise and protect genetic resources though
international agreements such as the Convention on Biological Diversity.19 The principles of
benefit sharing and equitable access to genetic resources are widely accepted but remain
difficult to implement. For example, what should happen if a gene that offers some
protection against malaria is discovered in one specific community but not others? If a
product is developed based on this finding, should only members of the community in which
the gene was discovered benefit, or should all communities who were involved in the
research benefit equally, and if so, how should they benefit? Furthermore, there are various
stakeholders involved in research including participants, health professionals,
epidemiologists, geneticists, and companies, who may all have an interest. It was suggested
that arrangements for possible benefits should be based on a partnership between sponsors
and researchers both in the sponsor and local country. Further discussion of these issues was
set aside as they were beyond the scope of the Workshop. However, they will clearly require
attention in the future.

17 The 1991 Epidemiological Guidelines took into account the proposed draft of the CIOMS International Guidelines for
Biomedical Research Involving Human Subjects, produced in 1982. These guidelines are currently under revision in order to
ensure they complement the most recent revision, CIOMS 2002.

18 CoE 2004 covers the ‘full range of research activities in the health field involving interventions on human beings’, where
‘intervention’ includes a physical intervention and any other intervention in so far as it involves a risk to the psychological
health of the person concerned (Article 2). The Explanatory Report suggests this should be taken to include questionnaires,
interviews and observational research, and genetic epidemiology (paragraph 17).

19 Commission on Intellectual Property Rights (2002) Integrating Intellectual Property Rights and Development Policy
(London: CIPR). 

d_Nuffield_text_hl.qxd  07/03/2005  9:43 am  Page 62



6 3

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

 
6

G
E

N
E

R
A

L
 

T
H

E
M

E
S

Setting research priorities

6.22 National resources for research in developing countries are generally very limited and
setting priorities for healthcare-related research is therefore crucial. The more a country can
determine its own priorities and conduct its own research, the easier it will be to ensure that
research proposed by external sponsors is appropriate and relevant to its national health
needs. Those elements of the guidance (WMA 2000, CIOMS 2002, EGE 2003 and NCOB 2002)
that address the issue of setting research priorities generally agree that populations should
benefit from research undertaken in their community.20 EGE 2003 emphasises that research
protocols should be relevant to national health priorities.21

6.23 With regard to the question of how this might be achieved, CIOMS 2002 states that the
health authorities of the host country should ensure that the proposed research is
responsive to the health needs and priorities of that country.22 It also considers that national
or local ethical review committees ‘have a special responsibility’ in this area.23 Delegates
considered the role of the research ethics committee should be as a ‘gate-keeper’ rather
than to set research priorities. However, they affirmed that developing countries should
have a mechanism to set research priorities for healthcare, to enable, inter alia, effective
collaboration with external sponsors.24 NCOB 2002 recommends that all countries should set
priorities for research into healthcare.25

6.24 The Millennium Development Goals (MDGs), adopted by 189 nations in the United Nations
Millennium Declaration in September 2000, have provided an additional source of priorities.
Specific goals address the need to reduce child mortality, improve maternal health, and aim
to halt and begin to reverse the incidence or spread of HIV/AIDS, malaria and other diseases.
However, delegates observed that adhering only to the MDGs may divert scarce resources
from other priorities which may be as, or even more important in specific settings. Setting
priorities at a national level was therefore considered to be crucially important. 

6.25 Once diseases have been identified as a national priority for research, what kind of
programmes should be implemented? For example, if malaria is specified as a priority, what
types of research would be acceptable? Should basic research, clinical research, vaccine
trials, intervention studies and operational research all be given equal priority, or should
some types of research be given more emphasis? These questions were beyond the scope of
the Workshop but clearly need to be addressed in future discussions.

20 NCOB 2002 states: ‘research proposals submitted to those committees should include an explanation of how new proven
interventions could be made available to some or all of the host country population and that investigators should justify to
the relevant research ethics committees why the research should be carried out if this is not thought possible’ (paragraph
9.49). Similar provisions can be found in CIOMS 2002, Guideline 10; EGE 2003, paragraph 2.13 and National Bioethics
Advisory Commission (2001) Ethical and Policy Issues in International Research: Clinical Trials in Developing Countries
(Bethesda: NBAC), Recommendation 4.3: ‘Whenever possible, preceding the start of research, agreements should be
negotiated by the relevant parties to make the effective intervention or other research benefits available to the host
country after the study is completed.’

21 EGE 2003, paragraph 2.9.

22 CIOMS 2002, Guideline 3.

23 CIOMS 2002, Commentary on Guideline 3.

24 The Council for Health Research for Development (COHRED) has published guidance on priority setting, including Essential
National Health Research (ENHR), an integrated strategy for organising and managing health research in different
countries. The Global Forum for Health Research has also reviewed methodologies for priority setting and the most recent
report (Global Forum for Health Research (2004) The 10/90 Report on Health Research 2003-2004 (Geneva: GFHR) includes a
detailed analysis of the various approaches to setting research priorities. 

25 NCOB 2002, paragraph 2.31.
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Implementing guidance

6.26 A survey of researchers at the Workshop suggested that they refer primarily to national and
institutional guidelines when designing research protocols.26 However, there is a wide range
of other guidance and researchers are often uncertain about which of these documents
need to be considered. The degree to which standards demanded by documents such as
WMA 2000 must be achieved, and the degree to which they might be regarded as
aspirational is also not always clear. 

6.27 Most of the guidance we have discussed in this Paper, with the exception of CoE 2004, does
not have the force of law (see Table 1.1)27. However, some of the documents still have very
real implications for policy and practice of healthcare-related research, as a Resolution,
Declaration or voluntary code of practice often carries significant weight and influences
policy makers who devise binding legislation.  The Declaration of Helsinki (WMA 2000), for
example, is widely regarded as the pre-eminent ethical guidance on healthcare-related
research.28 Its provisions are referred to in regulations governing research involving human
participants. For example the EU Directive 2001/83/EC on the Community code relating to
medicinal products for human use refers to the Helsinki Declaration, stating ‘All clinical trials
shall be carried out in accordance with the ethical principles laid down in the current
revision of the Declaration of Helsinki.’29 Similarly, many organisations and companies
sponsoring research will frequently only provide funding if researchers abide by the
requirements set out in WMA 2000. Even though it is not a regulatory device, it has far more
influence than a document that merely formulates aspirational ideals. 

6.28 However, questions remain about the duties that the Declaration imposes on researchers,
sponsors and others. Are its terms non-negotiable or is some flexibility implied by its status
as a declaration that is not directly legally binding? On one view, its provisions might be
seen to be immutable and demanding standards that must apply in all circumstances
regardless of resources and welfare considerations. Indeed, these are effectively the terms
in which the Declaration sets out its primacy:

‘Research Investigators should be aware of the ethical, legal and regulatory requirements
for research on human subjects in their own countries as well as applicable international
requirements. No national ethical, legal or regulatory requirement should be allowed to
reduce or eliminate any of the protections for human subjects set forth in this
Declaration.’30

On another view, the Declaration might be seen to be aspirational in its aims, setting out
ideals that may not be attainable by all in all circumstances, but which are nevertheless
crucial in setting standards. As one delegate put it:

“We are aware that we do not always achieve perfection, but the guidelines provide useful
ideals for us to aim towards.”

26 The survey of the delegates’ views was conducted by the Wellcome Trust in May 2004 as part of a consultation about the
Trusts’ draft Position Statement for Wellcome Trust funded research involving human participants in developing countries.

27 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.

28 Taking into account the Nuremberg Code, the WMA, the international professional association of physicians, developed the
Declaration of Helsinki to help prevent any abuse of trial participants. In the years that followed, as national governments
and a wide range of other organisations developed legislation and codes of practice to protect human subjects in research,
the Declaration was an obvious and appropriate starting point.

29 EU Directive 2001/83/EC, Annex I part 4 (B).

30 WMA 2000, paragraph 9. 
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In this regard it is noteworthy that the WMA Workgroup established to consider the
revisions of paragraph 30, explored the option of adding the following preamble ‘…
explaining that the Declaration is a set of ethical guidelines, not laws or regulations’: 

‘As a statement of principles, the Declaration of Helsinki is intended to establish high
ethical standards that guide physicians and other participants in medical research
involving human subjects. These ethical principles provide the basis of moral reflection
on the means and goals of research involving human subjects, distinct from national
legal and regulatory requirements. Interpreting the provisions of the Declaration
regarding the design, conduct or completion of the research requires careful balancing
of all of the Declaration’s ethical principles. Differences in interpretation should be
resolved by physicians and other participants involved in the research who are most
familiar with all relevant factors, including the needs of research participants and of the
host population.’31

In the event, the preamble was not adopted and a Note of clarification was added to
paragraph 30 (see also Box 4.1).

6.29 Other guidelines that have followed WMA 2000 have sought to interpret its articles to
provide clarification for researchers, sponsors and others. For example, the CIOMS 2002
Guidelines seek to explain and develop WMA 2000, particularly in the context of research
in developing countries. Sponsors including the UK MRC, the Wellcome Trust and the
National Institutes of Health (NIH) have prepared guidelines specifically for those
conducting externally sponsored healthcare-related research.32 These various guidelines
have made an important contribution to the protection of human participants in that they
have not only developed the guidance as a whole, but have also encouraged debate and
raised awareness of the issues raised by research. However, the variability of the guidance
across a range of issues is likely to continue to place those wishing to conduct research in
developing countries in a quandary. 

6.30 Some principles set out in international guidance, such as the need for individual consent to
participate in research, have been endorsed as universal, although community randomised
trials may provide an exception (see paragraph 2.8). However, other provisions in WMA
2000, such as those dealing with the standard of care that researchers and sponsors should
provide to the control group during research, have been viewed as being too narrowly
construed, and CIOMS 2002, CoE 2004 and NCOB 2002 accept different provisions.33 Some of
the differences may be attributable to variations in the scope and legal status of the
guidelines. Nevertheless, the lack of consistency between different elements of the
guidance, particularly between CIOMS 2002 and WMA 2000, is regrettable, especially in the
developing country context where the risk of exploitation of vulnerable populations is
significant. Would a decision by physicians involved in a trial to forgo the obligation to
provide treatment to participants after the trial is over, as specified by WMA 2000 and EGE
2003, and follow instead the more flexible approach advocated by CIOMS 2002 and NCOB
2002, leave the sponsor open to criticism?

31 World Medical Association (2004) Workgroup Report on the revision of paragraph 30 of the Declaration of Helsinki.
Available: http://www.wma.net/e/ethicsunit/pdf/wg_doh_jan2004.pdf  Accessed on: 3 Feb 2005.

32 Medical Research Council (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).

33 CIOMS 2002, Introduction and Commentary to Guideline 11; CoE 2004, Explanatory Report, paragraph 120; NCOB 2002,
paragraphs 7.29–7.30.
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6.31 It was apparent at the Workshop that the complexity experienced by researchers in the field
is inevitably not addressed in the guidance. Difficulties in formulating general guidance that
will apply in all circumstances are unavoidable. However, critics argue that in the absence of
consistency between different guidelines, researchers and sponsors can simply select those
that best suit their purposes. 

6.32 In such situations, the formulation of national guidance assumes particular importance. By
developing its own national guidance, a developing country is able to take account of its
particular needs and cultural context. In NCOB 2002, the Council recommended that
developing countries should be encouraged ‘to take account of existing international and
national guidance and to create national guidance for its clear and unambiguous
application’.34 The availability of such guidance provides a basis for sponsors and researchers
to design research that takes account of local circumstances. A rigorous and effective process
of ethical review is also crucial to assess the appropriateness of the proposed research.

6.33 Much progress has been made over the past few years in the development of national and
international guidance and the strengthening of capacity for ethical review in developing
countries. However, researchers, sponsors and governments need to be clearer how
guidance is to be understood, and how it is interpreted in practice. Differences or
ambiguities between guidelines may lead to unnecessary delays or even inhibit much
needed research. As one delegate commented:

“Ethical and scientific uncertainties should not paralyse us but incite us to make more
progress.”

6.34 It is important to learn from experience. The Workshop provided the opportunity to
consider specific examples and this proved to be a worthwhile approach. It may become
easier to justify a change in the way ethical principles are applied when there is clear
evidence that the approach that was previously advocated had harmful, and perhaps
unexpected, consequences. For this reason alone it can be very helpful to review the
situation every few years, as this Paper has attempted to do. New evidence, or new ideas,
may indicate the need for a change in approach.

34 NCOB 2002, paragraph 5.28.
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