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The main theme of the presented paper is
exploitation and fairness. The setting of the discussion
is health research that is externally sponsored and at
least partially conducted by teams from a developed
country (the “sponsor” country), on a sample of par-
ticipants in a developing country (“host” country). The
questions raised in the present paper include: what are
fair benefits for the host country? What determines
the type of benefits the host country should receive?
What is the role of local ethics committee and/or central
ethics committee, if any, in determining these benefits?
And, how does “access to medicines” relate to these
benefits? The presented paper will provide the author’s
viewpoint, and is biased by the experience of review-
ing research projects conducted within a university
hospital. The socioeconomic background of the
discussion is that of a developing country similar to
Thailand.

Health research

The first criterion for an externally sponsored
research to be ethical in a host country should be that
the research is relevant to that country. This means
that the research must be scientifically sound® and
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the results of the research should be applicable at
least to the defined population represented by the
sample on which the research is to be conducted. Appli-
cability of research is also defined in economic terms -
if the results can not be applied without involving costs
beyond any reasonable or feasible means then the
research must be considered irrelevant. Whether the
results should or will also be useful to the population
in the sponsoring country is not relevant at this stage.

In the presented paper health research has a
rather restrictive meaning. It refers to research with
outcomes that can be used in the treatment and pre-
vention of diseases. In this sense the importance of
research to a community or country can be classified,
for present purposes, into three classes according to
perceived or foreseeable relevance:

Research of great importance: for example,
research on antimalarial drugs in a country where
malaria is endemic and drug resistance is widespread;
or a study of anti-tuberculosis (anti-TB) drugs in a
community where resistance to conventional anti-TB
drugs is widespread; or a study of AIDS vaccine or
prevention of vertical HIV transmission in a country
where HIV infection is endemic.

Research of moderate importance: for example,
a study of new antimicrobials in a setting where multi-
drug-resistant bacilli or methicillin-resistant staphylo-
cocci are widespread; or new anticancer drugs for
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tumors resistant to first-line chemotherapy or for pa-
tients with widespread cancer metastasis.

Research of minor importance: for example, a
study of a new class of lipid lowering drugs; or a study
of anew COX-2 inhibitor drug; or a study of a new oral
postoperative analgesic drug.

Others may judge the importance of the
examples given above differently but the general idea
should be clear. The ultimate judge of the importance
of the research will have to be the researchers and
stake holders in the host country in collaboration with
the ethics committee(s) in the same host country
involved in reviewing the research. Under this classifi-
cation, if all other ethical principles are observed, any
health research is irrelevant to a host country since
the last category can absorb all the researches. This
flexibility is important since the judgement of foresee-
able research relevance or irrelevance is subjective to a
certain extent, and as such may prove to be wrong.

Fair benefits framework.

The host country may be wary that its people
will be exploited by the sponsoring body or country.
In the presented paper the “fair benefits” framework
will address the problem of exploitation® and will be
interpreted to include the “reasonable availability”
criterion as stated in CIOMS® and other research
ethics guidelines®®),

Exploitation has been previously defined®,
and is most simply phrased as occurring when one
party is benefiting unfairly relative to or at the expense
of another through their mutual interaction. Benefits of
research to a sponsoring body or country are under-
stood here as being mainly financial or related to the
health of its population. Benefits of research to a host
country may directly involve the research participants
and/or may be “beyond” the participants (to be defined
below). Benefits to a host country can also be divided
into those directly related to health care and those not
directly related to health care, such as creating research
capability. Access to health care can be considered
both a participant-related benefit as well a benefit
beyond the participants.

The simplified fair benefits framework as
interpreted here would first of all consider direct
benefits to participants relative to perceived risks, and
consider whether other benefits beyond the partici-
pants are relevant or applicable and to what extent.
Then compare those with gained by the sponsoring
country. This framework can be interpreted to be appli-
cable to any country: even developed countries where
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a particular health research project is sponsored
externally and may need to consider whether the
perceived benefits of that research are fair. In less
developedcountries, benefits beyond participants, or
more precisely benefits beyond what the participants
may receive during the conduct of the research, may
be very important.

The entity best suited for undertaking the
initial review of fair benefits for a given community
should be a local ethics committee at the site where
research is to be conducted. Where or when necessary,
a central ethics committee of the host country should
also undertake a review of the research when interests
extend beyond the site of research (e.g. national inter-
ests). Negotiations for fair benefits with the sponsor-
ing body or country should be made possible. The
details as to what are fair benefits to a host country can
not be formulaic; details must depend on the nature of
the health research, the needs of the host and spon-
soring country, in the overall context. Such considera-
tions are imprecise and partially subjective.

Benefits beyond participants may include
benefits to former participants once they are out of the
study, benefits to other members of the community,
benefits in terms of research know-how and techno-
logy, and benefits in terms of creating local health care
infrastructure and access. Whether benefits beyond
participants should be considered and included in a
negotiation and whether these benefits should be
health-related or otherwise depend on several factors,
including®® (1) the importance of the research being
conducted, as explained previously; (2) the socioeco-
nomic status of the community and country; (3) the
need for health care technology and support; and (4)
the need for health research infrastructure.

Access to medicines

Access to medicines within the context of
health research is a form of “reasonable availability”
in the ethics guidelines, which in turn is a part of
the fair benefits consideration. What type of health
research and in what context should access to medicines
conceivably be of major relevance to a consideration
on fair benefits? Based on the discussion in previous
sections, a great importance research study, conducted
in a country where health research infrastructure is in
place and the need for basic health care access or
support is not of great concern but the society is not
affluent, a consideration of reasonable availability of a
useful study drug is of major relevance. In the extreme
case where the research is addressing an urgent health
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problem in the host country, the consideration of
reasonable availability of a useful drug can overwhelm
all other considerations of fair benefits.

A local ethics committee at the site of research
may undertake the initial review but ultimately a central
body of the host country acting through a central
ethics committee may have to make the final judgement
as to what are fair benefits to the host country. If
availability of the drug after completion of research is
the most important benefit, then the central ethics
committee should initially draft the conditions for
negotiation with the sponsoring body or country (if
such is needed) and make the appropriate plans for a
fair and just distribution of the drug to the population.

The role of ethics committees

The above discussion seems to expand the
role of research ethics committees beyond their more
traditional role as research participant advocates dedi-
cated to participant protection. But determining benefits
of a research beyond those directly toward the partici-
pant, when fair benefits demand such a determination,
is a natural extension of the ethics committee’s role. In
fact it is difficult to imagine other entities in a more
appropriate position to make such a determination.
Hence, a local ethics committee should at least initially
make the fair benefits determination, to be further
reviewed by a central ethics committee of the host
country if it serves the country’s interest. The creation
of a central ethics committee is suggested since there
should be a body that can not only make an indepen-
dent fair benefits determination, but has the resources
to, or at least can advise those with resources to, in-
formation on health needs of the country, the means
to distribute and make accessible the medicines, the
authority to negotiate, and engage all stake holders in
a national and public debate.

A research project of immense importance to
a host country (which by implication should also be
important to the sponsoring body) should probably
go directly to a central ethics committee. The committee
can engage the nation in a public debate, or solicit
public opinion. By this means, controversy and dis-
content within the country concerning the ethics of a
major externally sponsored research may lessen®. To
hasten the review process the central ethics committee
should also lead the negotiations for fair benefits with
the sponsoring body or country.

Reasonable availability
How can medicines be made reasonably
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available? There are authors who point out that the
criterion of reasonable availability of medicines after
completion of research is not practicable or at least
difficult to define®". To a certain extent that may be true.
For example, who should determine that the medicines
have been proved effective, and how?® There seems
to be no clear-cut criteria of sufficient evidence for all
cases. Also, medicines can be made available either
for free or at a markedly reduced price. To be realistic,
reasonable availability to a large segment of the popu-
lation would mean availability at a reduced price. An
exception may perhaps be made for research partici-
pants, who may receive the medicine for free. But who
will bear the burden of the deficit between the true
cost of development and production and the reduced
price of medicines? Even if medicines can be made
widely available, when should they be made available?
Should sponsors await regulatory approval of the
medicine (e.g. FDA approval in the US)? How long
should the host country wait? Should the host
country make regulatory compromises in order that
the medicine be made available as soon as possible?
New medicines have unknown long term risks. Who
should both reap the benefits as well as undertake the
risks? What should be the just basis for distribution of
the medicine? Perhaps not all can access the medicine
for free or atareduced price. Is it fair to make the drugs
available to only some segments of the population?
And if the medicine has been made available at a
reduced price, will any physician prescribe them?
These questions are among the many that still plague
the implementation of the reasonable availability
criterion.

Assuming that the medicines can be made
reasonably available, what should be the just principle
on which to base its distribution? A good principle
might be to distribute the medicines according to
need®9, Here, need is measured by any form of risk of
disease or burden of disease quantification to which
prioritization can be set. It is arguable whether distri-
bution according to need will be acceptable to every-
one. In fact, any form of rationing can always be criti-
cized. In the end, the only applicable principle may be
all or none - provide access to all in need, or else if
the burden is too great, not to provide access at all.
Not providing access to medicines does not imply
failure of the fair benefits framework since other forms
of benefits are still available for the ethics committee
and the public to consider. But this last option would
invalidate the aim of focussing on the availability of
medicines.
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A global perspective on health problems

The problem posed in the previous section is
not easily resolved in many cases. Perhaps in the case
where the disease burden is not yet high, a negotiation
can be made for universal access for those with the
disease, in which the sponsoring body and the host
country can share the costs of developing the medicine.
But if the disease burden is truly great, as for example
in certain countries where AIDS is virtually an epidemic,
the problem must be viewed as a global one. Here, it is
in the interest and the duty of all countries, including
the sponsoring country or body, to contribute toward
providing universal access to medicines to those in
need in the host country. No longer should ethical
considerations be viewed as a negotiation for fair
benefits between two parties. Organizations such as
the WHO or World Medical Association may help in
drafting guidelines on when and how ethics committee
should consider eliciting international responses to
critical health research.

Conclusion

Access to medicines within the context of
health research is viewed as a negotiation for “fair
benefits” where it is judged by the host country that
access to medicines is the most important and desir-
able benefit. Research ethics committees in the host
country, both local and central, are set to be key players
in that determination. However, access to medicines,
or “reasonable availability” of medicines in research
ethics guidelines, may be difficult to achieve in practice.
In extreme cases, the problem of access to medicines
may need to be viewed as a global problem, beyond
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the negotiations within the fair benefits framework.
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