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What happens once research is over?
Introduction

4.1 Externally sponsored research in developing countries raises ethical issues not only during
research but also once the clinical trial or study is over. Researchers, sponsors and research
ethics committees have to consider whether an intervention found to be efficacious in a
completed trial should continue to be provided to the research participants, and to the local
community. Many people would like to see participants given guaranteed access to
interventions shown to be successful once the research is complete. However, subsequent
access to successful interventions or the maintenance of an improved standard of healthcare
to participants, and especially to the wider community, is rarely a simple matter. Providing
access will depend upon several factors including the existence of alternatives, the relative
burden of the disease, and the costs of supplying treatment. Expensive interventions that
initially appear too costly to implement may become affordable within a short period of time.

4.2 Uncertainty about whether an experimental intervention will prove to be successful or locally
affordable, and the difficulty of guaranteeing that it can be provided to participants in the
longer term, have discouraged sponsors from making commitments of this nature before
embarking on a trial. The possibility of introducing an intervention may depend on support
from external bodies, other than those sponsoring the research, as well as action by national
governments. How much effort should be made by sponsors to secure access in order to
ensure that research is ethically acceptable is therefore difficult to judge. There is a growing
consensus however, that the ethical review process, undertaken before the research starts,
should address the issues that may arise when the trial or study is concluded. (See also NCOB
2002, Chapter 9.)

4.3 In the Workshop, three issues that arise once research is complete were considered:

■ should post-trial treatment be provided?

■ who should supply treatment or provide interventions?

■ determining when research is over.

Should post-trial treatment be provided?

Guidance

4.4 In general, there is consensus in the guidance that participants should benefit from taking
part in research 1 (Appendix A, Table 3). For example, WMA 2000 requires that: 

‘At the conclusion of the study, every patient entered in the study should be assured of
access to the best proven prophylactic, diagnostic and therapeutic methods.’ 2

However, recent discussion at the WMA about a proposed revision to this paragraph led to
‘sharp differences of opinion’. It was eventually agreed that the paragraph should not be
amended but that a Note of clarification should be added (see Box 4.1).

4.5 WMA 2000 does not define in any detail how the requirement to assure access to treatment
should be achieved. EGE 2003, however, specifies that ‘free supply of a proven beneficial new
drug’ must be arranged for all the participants of a trial after the trial is ended, provided that

1 WMA 2000, paragraph 30; CIOMS 2002, Guideline 10; EGE 2003, paragraph 2.13; NCOB 2002, paragraph 9.31; National
Bioethics Advisory Commission (2001) Ethical and Policy Issues in International Research: Clinical Trials in Developing
Countries (Bethesda: NBAC), Recommendation 4.1.

2 WMA 2000, paragraph 30.
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the intervention is not available ‘through the normal health care system’, and that this may
involve ‘supplying the drug for a lifetime if necessary’.3 EGE 2003 also states that the clinical
trial should benefit the community that contributed to the development of the drug. This
could be achieved by guaranteeing a supply of the drug at an affordable price for the
community, or by strengthening expertise.

4.6 NCOB 2002 and CIOMS 2002 acknowledge that it may not be possible in all cases to ensure
post-trial access. However, they recommend that possible options should be clarified before
the trial begins.4 CIOMS 2002 notes in Guideline 10 that:

‘Before undertaking research in a population or community with limited resources, the
sponsor and the investigator must make every effort to ensure that … any intervention or
product developed, or knowledge generated, will be made reasonably available for the
benefit of that population or community.’

The Commentary on Guideline 10 notes that ‘for minor research studies and when the
outcome is scientific knowledge rather than a commercial product, such complex planning or
negotiation is rarely, if ever, needed.’

Workshop discussion

4.7 The main doubt expressed by delegates was that it was unlikely to be feasible for sponsors
to guarantee provision of an effective intervention after a trial in all circumstances. This was
particularly true if continued treatment for chronic disease was involved as costs could be
high in the long term.

4.8 There was support for the principle of addressing questions concerning availability of
treatment at the planning stage. Delegates acknowledged that this approach may be
difficult because the price of a medicine cannot be predicted before a trial is completed.
However, considering the issues before the trial starts is likely to be beneficial; negotiations
during the study or after its completion could lead to undesirable tensions and delays in
making interventions available. Some delegates were concerned that an unrealistic burden
would be placed on researchers if they were expected to secure post-trial access for
participants. Others cited instances where such advance negotiation had been successful. For
example, during trials of ARTs in Uganda and Zimbabwe, the sponsors and pharmaceutical
companies had made it clear they would not pay for ART once the trial was over. However,
the local ethics committees took the view that the trial was, on balance, beneficial to
participants, in part because they would receive ART for four years. The researchers had
then been able to obtain written confirmation from the relevant Ministers of Health
accepting responsibility for continuing care of trial participants, including the continuing
provision of ART. It was agreed that it would have been unrealistic to expect more than a
provisional guarantee for lifelong therapy.

4.9 It was suggested that options for the availability of post-trial treatment for the wider
community should also be explored. The main purpose of conducting clinical trials was to
evaluate interventions that may have application in populations, of which the participants in
the trial were but a sample. However, the guidance offers little advice about wider provision,
which would be especially relevant to vaccine trials. A number of questions need to be
considered. If a vaccine was found to be effective, who should provide it to the community?
How many people should be treated? For how long should the vaccine be supplied? What
additional costs would be involved? And most importantly, who should be responsible for

3 EGE 2003, paragraph 2.13.

4 CIOMS 2002, Commentary on Guideline 10; NCOB 2002, paragraph 9.31.
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Box 4.1: Revision of WMA Declaration of Helsinki paragraph 30  

Paragraph 30 of WMA 2000 concerning the provision of treatment to research participants
reads:

‘At the conclusion of the study, every patient entered into the study should be assured
of access to the best proven prophylactic, diagnostic and therapeutic methods
identified by the study.’

The WMA established a Workgroup to consider an amendment to paragraph 30 of WMA
2000 in October 2001. However, ‘sharp differences of opinion’ at the WMA General
Assembly in September 2003, led to the amendment not being adopted.* Instead,
another Workgroup was established to clarify the controversy. The Workgroup’s Report
outlined three options:

■ not to revise paragraph 30, but to add preamble explaining that the Declaration is not a
regulatory or legal device; 

■ to add a note of clarification setting out the intention of the paragraph; or

■ not to make any changes and to issue a separate statement on equitable access to
healthcare.†

The proposed revisions to paragraph 30 were discussed during the Workshop. The Council
submitted a response to the Workgroup’s Report which drew on this discussion and the
Council’s 2002 (NCOB 2002) Report.‡

In May 2004, the Workgroup announced its decision that paragraph 30 would not be
amended and nor would a preamble be added. However, a Note of clarification was later
added to the Declaration stating that:

‘The WMA hereby reaffirms its position that it is necessary during the study planning
process to identify post-trial access by study participants to prophylactic, diagnostic and
therapeutic procedures identified as beneficial in the study or access to other appropriate
care. Post-trial access arrangements or other care must be described in the study protocol
so the ethical review committee may consider such arrangements during its review.’ ∫

* World Medical Association (2003) Press release 14 Sept WMA to continue discussion on Declaration of Helsinki. Available:
http://www.wma.net/e/press/2003_19.htm Accessed on 3 Feb 2005.

† World Medical Association (2004) Workgroup Report on the revision of paragraph 30 of the Declaration of Helsinki.

‡ Submission by the Nuffield Council on Bioethics to WMA. 
Available: www.nuffieldbioethics.org/developingcountries Accessed on: 3 Feb 2005.

∫ World Medical Association (2004) Press release 11 Oct Clarification on Declaration of Helsinki.
Available: http://www.wma.net/e/press/2004_24.htm Accessed on: 3 Feb 2005.

5 NCOB 2002, paragraphs 9.17–9.20.

meeting those costs? Delegates agreed that these questions should be addressed in advance.

4.10 However, delegates also noted that in making the intervention available to all participants
in a study or the wider community, the possibility of long-term surveillance to assess the
safety of a treatment may be excluded. There would no longer be a control group for
comparison with participants who received the intervention, which may make it difficult to
detect later adverse effects. NCOB 2002 observes that this issue is not confined to clinical
trials in developing countries and recommends that judgements would have to be made on
a case by case basis.5
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Who should supply treatment or provide interventions?

Guidance

4.11 Most of the guidance does not address the question of where the responsibility of
providing interventions after research is over should lie (Appendix A, Table 3). Neither
WMA 2000 nor EGE 2003 comments on which organisation should supply treatment.
However, CIOMS 2002 states that it is the sponsor who should provide post-trial access to
treatment.6 In contrast, NCOB 2002 concluded that the provision of new medicines or
improved healthcare was primarily the responsibility of national governments, and that
sponsors of research were not in a position to make unilateral decisions at the start of a
trial without appropriate consultation.7

Workshop discussion

4.12 Delegates acknowledged that decisions about post-trial treatment involved several
different stakeholders, and that it was important to recognise the complex interplay
between them. They included sponsors (both public and private), local governments,
policy makers, researchers and physicians. There was some debate as to whether it was
either useful or realistic to consider these stakeholders as members of a ‘team’ but it was
suggested that, in any event, it was important to establish an early dialogue between
these different groups (see Box 4.2). It was suggested that continued discussion might
help to establish a transparent and efficient mechanism for providing post-trial
treatment, and by defining shared responsibilities, it would be possible to ensure
sustainability and independence.

Box 4.2: Providing the intervention after the trial is over – ARTs in Brazil (case study
contributed by Professor Carlos Brites)

In Brazil, a Resolution advises that ‘Access to the medicine being tested must be assured by
the sponsor or by the institution, researcher, or promoter, if there is no sponsor, in the event
its superiority to the conventional treatment is proven’.* 

Researchers designing a trial for ARTs to treat HIV/AIDS patients, initially faced resistance to
this requirement, because of the high price of the medicines. However, after negotiation,
all companies involved in sponsoring the trial agreed to comply. In one particular trial
investigating the medicine Enfuvirtide (T-20), a pharmaceutical company provided supplies
for more than two years after the trial was completed, without cost to the participants. The
Brazilian Ministry of Health is currently negotiating with the company to buy T-20 for the
public health system. It is expected that patients will continue to receive the medicine in the
same way but the provider will be the government rather than the company.

* Resolution 251 (251/97/IV.1.m) Brazilian National Health Council.

4.13 The roles of particular stakeholders that were discussed included:

■ Sponsors:

Delegates recognised that if researchers or sponsors were categorically required to fund the
future provision of interventions, either to participants in the study or to the wider community,
many would be likely to cease supporting research. In particular, sponsors from the public
sector are unlikely to be able to bear the costs involved without curtailing other research.

6 CIOMS 2002, Guideline 10.

7 NCOB 2002, paragraph 9.36.

d_Nuffield_text_hl.qxd  07/03/2005  9:43 am  Page 40



4 1

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

 
4

W
H

A
T

 
H

A
P

P
E

N
S

 
O

N
C

E
 

R
E

S
E

A
R

C
H

 
I

S
 

O
V

E
R

?

■ Physicians:

One of the suggested revisions for paragraph 30 of WMA 2000, which was under
consideration at the time of the Workshop by a WMA sub-committee (see Box 4.1), stated
that physicians ‘should make every effort to ensure that all patients… will have access to any
… therapeutic method’.8 However, delegates observed that this wording was problematic.
Although the primary support should come from physicians, they would seldom be in a
position to guarantee availability of treatment. The role of other stakeholders needed to be
acknowledged. In addition, it may be more realistic to suggest that those involved should
make ‘appropriate efforts’ rather than ‘every effort’.

■ National government:

It was suggested that it was important to assess the capacity of national health care systems
to introduce and sustain interventions. Research should be aligned with, and aim to
strengthen, existing national health programmes. Researchers and sponsors should be
proactive in liaising with relevant government departments to ensure the availability of
treatment after a trial. Involving the community at an early stage should also help to
develop long-term solutions that are feasible and realistic so that services can be maintained
after the study is completed (see also Box 3.5). It was observed that further analysis, and
consideration of other factors such as national priorities, cost-effectiveness and other
research findings, would often be necessary to determine whether an intervention should
be implemented. Such evaluation should be the responsibility of policy makers.

When is research over?

Guidance

4.14 The question of how to determine when a study, trial or research project is complete is not
addressed in the guidance. However, delegates considered a proposed revision of paragraph
30 of WMA 2000, which, had it been approved by the WMA General Assembly, would have
required a new intervention to be made available ‘once it has been approved by the
appropriate authorities’.9

Workshop discussion

4.15 Delegates agreed that it is not always a straightforward matter to determine when research
is complete. Not all research leads directly to useful interventions that can be introduced
into routine care. The requirement that treatment should be made available after all clinical
trials is, therefore, not meaningful, and delegates suggested that the issue should be
clarified in the guidance. Examples of research that would not necessarily result in a
treatment being made available included:

■ Phase I trials that do not immediately result in proven treatment (see Box 4.3).

■ Single research studies: these rarely lead to the discovery of a new intervention that can
be introduced immediately into routine care. Operational research to define how a new
intervention may be integrated into the healthcare system and the feasibility of its
introduction need to be addressed before access can be agreed.

8 World Medical Association (2003) Workgroup Report on the revision of paragraph 30 of the declaration of Helsinki,
paragraph 3.1. and 3.2. Available: http://www.wma.net/e/pdf/wg_doh_sept2003.pdf Accessed on: 3 Feb 2005.

9 World Medical Association (2003) Workgroup Report on the revision of paragraph 30 of the declaration of Helsinki,
paragraph 3.2. Available: http://www.wma.net/e/pdf/wg_doh_sept2003.pdf Accessed on: 3 Feb 2005. See also World Medical
Association (2004) Press release 11 Oct Clarification on Declaration of Helsinki. Available:
http://www.wma.net/e/press/2004_24.htm Accessed on: 3 Feb 2005.
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■ Epidemiological and observational studies, which do not usually translate into new
medical interventions.10

10 See also NCOB 2002, paragraph 9.34.

11 Under consideration at the time of the Workshop by a WMA sub-committee established to review paragraph 30 of WMA
2000, see World Medical Association (2003) Workgroup Report on the revision of paragraph 30 of the declaration of Helsinki,
paragraph 3.2. Available: http://www.wma.net/e/pdf/wg_doh_sept2003.pdf Accessed on: 3 Feb 2005. See also Box 4.1.

Box 4.3: No immediate implementation of treatment – clinical trials of antimalarial treatments
(case study contributed by Professor Malcolm Molyneux)   

A research project was conducted in Blantyre, Malawi, to determine whether artesunate
suppositories could provide initial beneficial therapy for children with severe malaria (see
Box 2.2). A number of practical issues arose during discussion about the availability of
treatment after the completion of the trial. It would not be possible to implement the
treatment immediately and, in addition, it was not envisaged that the intervention would
be provided to the trial participants themselves because:

■ The trial participants were not the eventual target group of the research. The trial
involved children with ‘moderately severe’ malaria, whereas the final therapy was
intended for children with severe life-threatening malaria. 

■ The project involved an immediate short-term treatment for an acute disease.
Participants in the trial would not require continuous therapy, although they may
experience possible future episodes of the disease.

■ The trial was an early efficacy study. Introduction of the treatment would require
subsequent effectiveness studies. It would also be necessary to establish additional
facilities to deliver the intervention before it could be made widely available.

See Barnes KI, Mwenechanya J, Tembo M, McIlleron H, Folb PI, Ribeiro I, Little F, Gomes M, Molyneux ME (2004) Efficacy
of rectal artesunate compared with parenteral quinine in initial treatment of moderately severe malaria in African children
and adults: a randomised study Lancet 363:1598-605.

4.16 Researchers, sponsors and local health authorities may differ in their view of how successful
a trial has been. Questions were raised about how effective an intervention must be shown
to be before it merits provision. For example, if a vaccine is shown to give a 50% protection,
should it be widely introduced? 

4.17 Delegates noted that guidelines requiring  a new intervention to be made available ‘once it has
been approved by the appropriate authorities’ 11 may not always be practical for two reasons:

■ There may be a risk that suspending the provision of treatment until regulatory approval
will leave trial participants without treatment. This would be especially relevant in the
case of trials of interventions to control potentially fatal chronic conditions. 

■ It could also lead to delay in the provision of treatment to the wider community. If trials
of interventions are sufficiently advanced, the question of access could be explored
before full regulatory approval. This is especially important in the case of interventions
regarding life-threatening or seriously debilitating conditions where alternative
interventions are ineffective or unavailable.

Summary of discussion about what happens once research is over

4.18 Wherever possible, the results of trials where interventions prove to be effective must be
translated to improve healthcare for communities in which they were undertaken. It was
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agreed, therefore, that discussions about what should happen once research is over are
particularly crucial. However, most of the guidance does not address the practicalities of the
provision of interventions, or where the responsibility should lie.

4.19 Several themes emerged throughout the Workshop. These were: 

■ It is essential to begin negotiations about post-trial treatment at an early stage when
planning research. This reaffirms the recommendations of CIOMS 2002 and NCOB 2002,
and the recent Note of clarification added to WMA 2000, which states that it is necessary
to identify post-trial access ‘during the study planning process’. 

■ Early discussions should be held between a range of different stakeholders, including
sponsors, researchers and physicians, health authorities and governments. However,
there is no agreed mechanism for such negotiations.

■ Governments need to assess the capacity of national health programmes and consider
issues of the consequences of providing new interventions when allocating resources. For
example, if a hepatitis B vaccine were introduced into an infant vaccination programme,
would this prevent the provision of other interventions as a result of limited resources? 

■ It is unlikely to be feasible in practice to guarantee provision of an effective intervention
after a trial in all circumstances. Guidance that requires researchers or sponsors to fund
the provision of interventions once the research is complete may be unrealistic and lead
to sponsors curtailing other research. 

■ It is not always a straightforward matter to determine when research is complete, and
some of the requirements in the guidance to provide post-trial access might not always
be feasible.

■ Research has the potential to provide benefits to a community that are not confined to
the provisions of the particular study and these may be more enduring than the provision
of the tested intervention. These benefits may include: 

– increasing the number of people able to contribute professionally to healthcare;

– assisting the development of the skills and expertise of local scientists;

– improving health infrastructure; and

– increasing the potential for a sustained improvement in healthcare services (see also
paragraphs 6.7–6.8). 

■ Attention should be given to these potential improvements during discussion about the
post-trial availability of treatment to both research participants and the wider
community.
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