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Introduction

Share-Net, in close co-operation with the Dutch Ministry of Foreign Affairs,
organised a debate on ethics of biomedical research in developing countries on
21 April 2005 at the Royal Tropical Institute in Amsterdam. An important reason
for organising this event was the recent clamour around Pre-Exposure
Prophylaxis (PREP) research taking place in Cameroon, Nigeria and Cambodia.

The aim of the discussion was to safeguard research on preventive commaodities
against HIV/AIDS taking place in developing countries by obtaining a better
understanding of the situation of such research and existing tools for
communication between biomedical researchers and communities (and
community-based organisations). The role of Dutch organisations with regard to

new-preventive technologies, such as PREP, was incorporated into the
discussion.

Programme 21 April 2005

New preventive technologies are an essential part of any comprehensive
AIDS agenda, but what about the ethics?

What are the implications in terms of communication between community
and researchers?

14.00 — 14.00 Opening Remarks

14.10 - 15.15 Keynote Speakers

15.15 - 15.20 Questions for Clarification
15.20 — 15.35 Break

15.35-16.50 Panel & Debate

16.50 - 17.00 Wrap-up
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Opening Remarks

In opening the meeting, Laetitia van den Assum, HIV/AIDS Ambassador of the
Dutch Ministry of Foreign Affairs, comments that new preventive methods for HIV
are urgently needed. In recent years there has been a lot of debate about new
preventive technologies, but as yet no microbicide or vaccine has been
developed. As a result, an intensified research effort is needed. At the same
time, various issues are being raised about the ethics of research and the
communication between researchers and the communities where research is
conducted. In her view, the key question is how to move the field forward. She
explains that Catherine Hankins of UNAIDS will take the outcomes of the
discussion to the global consultation on the ethics of biomedical research in
developing countries that UNAIDS is organising in Geneva in June 2005.

Summary of Presentations

1. What is pre-exposure prophylaxis, or ‘PREP’, and why does the world
need ‘PREP’?
by Joep Lange (IATEC)

Lange provides an overview of the size of the HIV-pandemic, existing prevention
strategies and reasons why they have failed. He feels that research on an
effective vaccine and the search for other alternatives, such as microbicides and
oral prophylactics (PREP), should be intensified. He also explains the differences
between a post-exposure prophylactic (PEP), which is administered ‘after the act’
and following an incident with high-risk for HIV infection, and a pre-exposure
prophylaxis (PREP), which is administered ®efore the act©Prophylaxes are not a
new idea, nor are they restricted to the HIV field. It is an approach also used in
addressing other diseases such as malaria, influenza and rheumatic fever. At
this moment there are several tenofovir trials in development, ongoing or halted.
Lange raises the question of why tenofovir is the product being used in every one
of these trials. There is a disconnect between prevention research and the
therapy field, there are only animal data available with tenofovir and, according to
Lange, it may not be the ideal drug. He feels that instead of bringing trials to a
halt, activists should stress the importance of having a diversity of products. In
sum, he questions whether the world is looking at the right drug.

2. The challenges for biomedical prevention research in the developing
world:
examples from the tenofovir prophylactic trials.
by Yasmin Halima (IAS)

Yasmin Halima stresses the different challenges faced by researchers in
conducting tenofovir prophylactic trials and refers to the exceptionalism of



tenofovir: fact vs. opinion, information vs. misinformation and reality versus
presumptions and perception.

She feels that we face both scientific and ethical challenges. To date, the data
have been inconclusive, criteria for effectiveness have yet to be determined, and
there are discrepancies between the design and conduct of trials. In terms of the
ethics, a number of issues play a role:
International ethical frameworks. The various guidelines are markedly
inconsistent in some areas.
Access to AIDS care for study participants: Who determines standards of
care and for how long? She feels this should be at least equivalent to the best
locally available and affordable standard of care.
Indemnification for any physical harm caused by the study drug itself. Who
determines how much compensation is given?
Informed consent should be implemented.
Community engagement in the study design. Implication: research literacy
training.
Rigorousness of the prevention and counselling methods. The best, proven
methods should be available, e.g. appropriate access to condoms, sterile
injecting equipment and treatment for other STI's.

She also mentions structural challenges, which she relates to operational issues,
infrastructure and capacity building, both on a community and scientific level.
Moreover, the trials are embedded in a socio-political context and it is often a
challenge to define the responsibilities of the sponsor.

She feels there are a number of key questions that still need to be raised:
Where will the bar (in terms of research) be set for future trials?
What are the implications of correct researchfor researchers and study
participants?
What are the ramifications for the local and activist communities?

3. Pre-exposure prophylaxis (PREP) and community perspectives.
by David Haerry (EATG/ECAB)

The correct way to conduct research is not to only collect data and then publish
the results. It is very important to first establish mutual trust and confidence and
ensure there is a dialogue between communities and researchers. It is also
important to define and involve all stakeholders and define their roles and
responsibilities so as to have them share ownership of the research. It is all
worth the pain if pre- and post-exposure prophylaxes are found to be effective,
and if we eventually learn how to design and run preventive technology trials.

4. The perspective of the researcher working with communities.
Duties and obligations: the ethics of care and treatment during
research.
by Chrispin Kambili (IAVI)



According to Kambili, conducting international research in the context of global
inequities of access to adequate healthcare is a fundamental challenge. He
raises the questions of: What is the place of research in readdressing injustice?
Is it more than producing knowledge (new, safer, cheaper drugs) for persons in
developing countries? Do researchers have a responsibility in addressing
existing disparities? Are researchers obligated to provide clinical care and
treatment to participants even though care and treatment are not the aim of the
research. If this is a responsibility they bear, the following questions ought to be
raised: To what level of care? For how long? To whom? And who should fund
this care? There are a number of documents that can assist in finding answers to
these questions, namely:
- Declaration of Helsinki (2002): It contains no specific obligations regarding
the provision of medical treatment during research.
CIOMS International Guidelines (2002): This expresses the ethical
obligation of external sponsors to provide health care services that are
essential to the safe conduct of the research. It also states that external
sponsors are ethically obliged to ensure the availability of treatment for
subjects who suffer injury as a consequence of research interventions.
UNAIDS Guidance document (2000): This states that "care and treatment
for HIV/AIDS (...) should be provided to participants (...), with the ideal being
to provide the best proven therapy, and the minimum [being] to provide the
highest level of care attainable in the host country.”
Nuffield Council on Bioethics (2002): “We conclude that when research
into preventive measures is conducted, (...), participants who develop the
disease being studied should be offered a universal standard of care for the
disease.”

Kambili expresses the opinion that in the case of research-related harm to a
participant, there is a moral obligation to provide treatment, and if need be, life-
long treatment. Treatment must also be provided for unexpected side effects,
even in the case of a chronic condition. However, a failure in efficacy in an
experimental treatment where there is no currently available treatment should not
be considered as research-related harm.

But what other treatments ought to be provided? Kambili says that arguments
exist that additional treatments ought to mirror those in clinical practice in the
research context: the addition of treatments, where this is for the community
normally unavailable and unaffordable, in a research context may interfere with
the ability to answer the locally relevant question.

When examining the obligations of researchers and/or sponsors, he suggests
that:
- the need for care and right to care applies to all members of the community,
not only to research participants.

researchers should fulfil their obligations by seeking to develop sustainable
treatments for developing countries.

the obligation to meet needs caused by economic inequities should be borne
by all, not just researchers.

Furthermore, Kambili mentions that the potential problems that may arise by
making the provision of treatment and care an obligation are:



Coercion of study participation (balance of risks, vs. benefits in the form of
compensation and the danger of imposed coercion).

The focal provision of improved healthcare is problematic. It increases
inequities and may affect the quality of research due to potential bias.
Researchers generally lack expertise in treatment and care.

Impact on resource allocation: For example, the sponsor influences Ministries
of Health to divert resources to care for research participants.

Diversion of national resources to research or research-related services.
Sustainability: Research studies have a defined timeline and often there is a
lack of funding and expertise to sustain the treatment and care.

Other potential dangers are that it may be hazardous to any line of research to
saddle it with a larger agenda of social reform. Additionally, temporary benefits to
communities may leave them worse off in the longer-run. Lastly, money spent on
life- long antiretroviral treatment for research subjects may mean less money for
research itself. A further potential impact is that research as a whole might be
stifled because only some research sponsors may be able to afford to provide
such support, while many others will not.

According to Kambili, the ethical standards for AIDS vaccine trials in developing
countries is not different. Kambili is of the opinion that researchers are not
morally obligated to provide additional benefits. The provision of such benefits in
research is, of course, morally praiseworthy and may at times be necessary from
a pragmatic standpoint. Before they are provided, however, consideration must
be given to the impact on the research enterprise as a whole. In order to add
value to their research activities, researchers/sponsors should seek partners with
the expertise and resources to provide care and treatment to research
participants. Such partnerships, however, need to be forged before research is
initiated and should be based on an assessment of community needs and
priorities.

5. The ethical issues regarding biomedical research considered.
by Joseph Mfutso-Bengo

Joseph Mfutso-Bengo gives the following reasons for why it is important to focus
on ethics in biomedical research:

Involves new health care technology

Maintenance of public trust

Management of ethical dilemmas

Management of conflict of interest

Dealing with research and scientific misconduct

He explains that there are several ethical issues in bio-medical research: the
guestion of informed consent, the issue of standards of care, the issue of
importation and exportation of samples, the question of benefits to participants,
the question of ethical jurisdiction and the criteria of engagement of stakeholders
which should be based on principles of research governance.



Debate

1. Are the ethics of doing research in developing countries different from
the ethics of doing research in developed countries?

Catherine Hankins responds by saying that there is no inherent difference.
Research literacy gaps also exist in industrialised countries but should be
overcome in order to obtain informed consent. In developing countries, research
is very similar to research in some developed countries. However, there are
several areas where there are differences between the two:

1. Informed consent: there may be issues related to community assent and
community (il)literacy.

2. Varying quality of ethics committees. It is important to support and strengthen
the ethical committees in the South to conduct ongoing assessments as to
whether the ethical conditions, as agreed at the start of the research, are being
met.

3. Inequity between research participants in industrialised and developing
countries. What is fair? Are there inducements to participate in a developing
country context that go beyond what we think is ethical? This can be overcome
by capacity building and training and can result in strengthened structures over
the longer-term.

4. Finally, with specific regard to prevention trials, what should be done with
people who screen positive at the outset? It is much easier to deal with this in
settings (most commonly found in the North) where there is the possibility of
counselling, psychosocial support and medical care.

Edward Mills agrees with Catherine. He points out that inequities and
exploitation are sometimes also experienced in developed countries. Still, in
practice, there are ethical differences, even though in principle there should not
be any. In the context of PREP research there are differences between
developing and developed countries, namely safety versus safety and efficacy.
To give an example: In Thailand it is not the government’s policy to give needles
to drug users because they are viewed as criminals, while in the Netherlands the
government supplies clean needles and in some cases even drugs.

Iris Shiripinda (participant from Radboud University) asks whether there are
differences in the ethical issues between developed and developing countries?
In her view, even though they are supposed to be the same, there are
differences in reality. She mentions that there are examples from Zimbabwe
where one hears stories that an ethical committee only tested research projects
via computer test.

2. How do we avoid the perception of exploitation in conducting clinical
research in developing countries?

Els Borst admits that within IPM there has been limited experience with clinical
trials to date as the bulk of their work centres around laboratory work. In her
opinion, the key word in the equation is trust. Before a research endeavour



begins in a developing country, a great deal of time is required to build trust. First
of all, it is necessary to become familiar with the particular culture, to examine
the (power) relationships within the community etc., so that one proceeds in
accordance with the local culture. Secondly, she feels it is important to think in
advance about the consequences of the research so that one is prepared to
answer the questions that may be asked. If one is not prepared and does not
have the answers ready, trust can very rapidly dissipate. Many problems
emerged related to the PREP trials, in contrast to research related to
microbicides. What is the reason for this difference? She raises the question of
whether this may be the case because, in the former instance, pharmaceutical
companies are involved.

Joep Lange replies that there are no pharmaceutical companies involved in the
PREP trials and that The Bill and Melinda Gates Foundation is funding them.
However, he acknowledges that NGOs often suspect pharmaceutical
involvement behind the scenes.

3. How to establish trust and confidence between stakeholders in these
trials?

Joep Lange replies that with regard to stakeholders and trust, it is important to
clearly define who the stakeholders are and focus solely on them. He describes
“the community” as a multi-headed monster. He feels one should not let the
community, with the exception of identified stakeholders, into the discussions.

Edward Mills agrees with Joep. He thinks the representation of the trials in the
media and by the NGOs are very different and not always uniform. All
stakeholders must be held responsible for any miscommunication.

David Haerry says that a process must be put in place before the research
begins. In other words, research should not begin when a trial is approved, but
long before that. At first one must prepare people and get to know them. This
involves a great deal of work and involves a long process. IAVI for example, has
done quite incredible work in many countries in preparing people for trials so that
they are open to them and well-informed about them.

Nina Tellegen believes that to establish trust and confidence, one must inform
and involve people in communities and learn about how these communities
work, what the power relations are within the communities and who decides
about which issues locally. She acknowledges that this is a very time-consuming
process, but one that is essential to establishing trust.

4. Should researchers/sponsors be obligated to provide treatment and
care that is not part of the research question when working in poor
resource settings?

Nina Tellegen answers that it is not fair to believe that researchers do not
consider the consequences for participants in trials. The issue is not if the
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researcher him/herself has provided treatment, but whether treatment is
available. Researchers have a moral obligation to provide care for participants in
the research endeavour. One cannot simply say that one is not responsible for
the people in a trial. Ways should be found to treat people who become HIV-
infected in the course of the trial. Sponsors and researchers must take
responsibility to investigate whether treatment is available and take steps to
elaborate what to do if it is not. She recommends avoiding this problem by
carefully considering where a trial will take place. If there are not enough
resources available to offer treatment and care, it might be better to find another
location to conduct the research.

Joep Lange says that providing treatment and care is a ‘general’ moral
obligation of human beings, not one of the researcher per se. He is of the
opinion that the researcher is responsible for research and not for treatment and
care. In his view, it is the responsibility of governments to provide care, for which
they can make use of governmental funding possibilities.

Catherine Hodgkin (KITlO) agrees with Nina Tellegen and adds that providing
treatment and care to trial participants is not only a moral issue, but also a
component in creating trust. There are different risk analyses of healthy and HIV-
positive people. She raises the question of how effective ‘PREP’ is?

Joep Lange replies that we should not forget to take into account that
participants generally run an 85% risk of becoming infected even without the
presence of a trial. Still not clear in what context these percentages are valid!

Catherine Hankins adds that the people who sero-convert during a trial are very
important for the research. There is international consensus that there is a moral
obligation to ensure that those who become infected obtain access to medical
care, including ARVs. The difficulty is how to keep track of these people over the
longer term.

Laetitia van den Assum asks if there are examples of governments where other
resources for treatment and care are available.

Catherine Hankins answers that Cambodia is an example where it did not work.

Jennifer Bushee (participant from WGNRR”) enquires further about how to
generate trust. Participants just hear from obligations for participants of
researchers, not from another side. The bio-ethical approach needs refinement
because it goes beyond guidelines. Different theoretical backgrounds result in
different ethical guidelines. It is a multi-sectoral issue, so it would be better to use
a multi-sectoral approach instead of one that is mono-sectoral.

5. Should research be preferentially located in countries where there is
basic infrastructure/capacity for research?

OK|T: Royal Tropical Institute, Amsterdam
1 WGNRR: Women's Global Network for Reproductive Rights
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Els Borst is inclined to say yes. The main purpose of the research is to see if
‘PREP’ really works and if it reduces the risk of HIV-infection. It is best to find a
reliable answer in a short period of time. Therefore, one must look for the best
context in which to perform research in terms of the reduction of potential
difficulties.

Joep Lange agrees. One has to find the most effective way to conduct research
and that this is why one chooses a high incidence area. Additionally there is the
obligation to build capacity.

Frans van den Boom (participant from IAVI) asks if there is a difference
between capacity needs for ‘PREP’ vs. microbicide/vaccine trials? Joep Lange
does not see any major differences.

Catherine Hankins says that ‘PREP’ research is generally organised and
conducted hastily. The fact that ‘PREP’ is a licensed drug, used in a different set-
up (not clear what this means) results in a less thorough process.

6. What happens when there is a conflict in ethical judgement between
two ethical committees (one from a developing, and one from a
developed country)?

Catherine Hankins answers that there is a common sense answer: the ethics
committee closest to the ground has to be given priority as they have a better
understanding of the problems and power relations in the area.

Joep Lange fully agrees that locally based committees are preferable.
Otherwise, one risks the dangers of ethical imperialism.

7. How do we engage communities like drug users or sex workers as
equal partners and shareholders?

Nina Tellegen responds by saying that she finds the use of the term ‘equal’
problematic. While it is very important to engage with these groups it
necessitates time and trust. To identify key persons within these groups takes
time. Furthermore, it is difficult to sustain contacts with these people. One way to
achieve this is through NGOs.

Els Borst agrees and thinks it is important to work through local key persons
who have already built a relationship with people in communities. This is difficult
for ‘newcomers’ such as researchers, so some sort of “interpreter” is needed.
However, it is difficult if the government treats drug users and sex workers as
outcasts It is therefore important for researchers and sponsors to interact with
governments as well. There is an example of a gay HIV/AIDS cohort study in the
Netherlands where key persons were used in approaching a community. This is
an example of a study where the use of key persons worked very well.
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David Haerry is of the opinion that it is important to try to engage these target
groups in dialogue and offer them training. It is also important to identify their
leaders as partners and involve them in the entire process.

An audience member asks what is meant by ‘communities’ and ‘ethical
committees’. In her opinion, it is important to involve committees at all levels, the
regional as well as the national level.

Catherine Hankins replies that many countries only have one national ethical
committee.

Anton Dalhuijsen (participant from EDCTPlZ) stresses the importance of
patience. He feels that it is problematic that ‘community involvement’ is often not
a separate budget-line in the budget for research.

Chrispin Kambili (IAVI) argues that ethical committees often do not know
anything about the communities they represent. However, at this very moment,
peer leaders are being taught and trained in the basics of HIV/AIDS. To some
extent communities define themselves by involving them.

8. What is the future of activists vis-a-vis research in the developing
world? Is there arole for rich, white activists to represent and
advocate the needs of poor, marginalised communities in resource
poor countries?

David Haerry replies that this a very relevant question, however, a difficult one to
answer. What is important to keep in mind is that one cannot tell people in the
South what to do or what to be upset about from the perspective of the North.
What we can do is develop training models for people who are involved on the
ground. He provides the example of the EATG involving activists from Eastern
European countries, where the HIV/AIDS epidemic is growing rapidly, in these
types of training programmes. However, this is a process that may take many
years. Another thing is bringing relevant people to the table when researchers
and industries meet so as to improve communication and knowledge. In this way,
people from the South may build skills and expertise which they can then pass
on to their peers and colleagues.

Nina Tellegen raises the issue that decisions concerning funding or research in
the South are often made in the North. NGOs in the North have readier access to
these meetings and they also have the resources. Therefore it is important for
activists to be present at these meetings in collaboration with the Southern
partners. In this way, information can be exchanged in both directions. She
believes that in this manner Northern activists have an important role in making
voices heard and facilitating the joint attendance of meetings.

12 EDCTP: European & Developing Countries Clinical Trials Partnership
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Edward Mills says that individual stakeholders should be identified and taken
care of, but there are limitations in reaching and approaching these stakeholders.
When communities are represented there is always the danger of leaving out
one or two groups.

In closing the debate, Laetitia van den Assum gives the floor to Catherine
Hankins and asks her what she will take from the debate into other relevant fora.

Catherine Hankins summarises her impression of the discussion, namely that
the conclusion is not to produce new guidelines, but to focus on what constitutes
effective partnerships between scientists and communities both during and after
trials. Therefore, she feels the following issues would need to be analysed and
carefully considered:

How do partnerships work?

What is the agreement on intercurrent infections?

How does one ensure that trust is built and the necessary time is taken to do

s0?

Need for better approaches in anticipating possible problems and

consequences of trials.

Laetitia van den Assum concludes the debate by saying that this discussion is
part of a longer-term process, which will hopefully lead to increased consensus
and improved communication between all stakeholders involved. It is important
for all to agree (the way this is worded, it sounds like she is putting words in the
participants mouths. Im sure she didn’t. Could it be rephrased as a question or a
statement like “ She feels that all participants have agreed that there is urgency
in moving forward with PREP trials”) that there is a sense of urgency in moving
ahead with the ‘PREP’ trials.

She thanks and acknowledges the contribution of the keynote speakers and all
the panelists. She also thanks the organisers of the event, Share-Net, the Dutch
Ministry of Foreign Affairs and I1AVI.

Summary and recommendations

Prevention and treatment was seen as two important pillars in the international
fight against HIV/AIDS. Scientific research was acknowledged as being
extremely important to finding ways of protecting the world’s population- both in
developed and developing countries- against HIV/AIDS.

The debate outlined in this document centred around the question of how
research into preventive technologies is conducted and which ethical
preconditions are essential in these efforts. The focus of attention was on the
role and type of communication between researchers, communities and
community representatives.

In conclusion, it is important to realise that the goal was not to define new

guidelines but, more importantly, to consider what constitutes good partnership,
both during and after trials, and the importance of implementing this
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(partnership?) carefully. Time, trust and patience were seen to be essential in
building relationships with communities involved in research. To enable
communities to take part in research, the importance of capacity building was
strongly emphasised. This was seen as an area in which Dutch MFOs™ could
play an important role.

Ideally, research should be conducted in settings with a functioning health
infrastructure and where a government is able and willing to take responsibility
for care and the provision of services. No consensus was found among the
speakers with regard to who should assume responsibility for the provision of
care in settings where the necessary care is not available. However,
unanimously emphasised was the importance of ongoing communication with
governments about their roles and responsibilities regarding research. Finally,
participants in the debate seemed to agree on the importance of involving all
stakeholders, including communities, from the very beginning, and of clearly
defining their roles and responsibilities as this transforms them into shareholders
who can share ownership of the research.

3 MFO: Co-Financing Organisation
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