Moral Standards
for Research in
Developing Countries

From “Reasonable Availability” to “Fair Benefits”

by THE PARTICIPANTS IN THE 2001 CONFERENCE ON
ETHICAL ASPECTS OF RESEARCH IN DEVELOPING COUNTRIES

Commentators have argued that when research conducted in a developing country shows an
intervention to be effective, the intervention must be made “reasonably available” to the host population

after the trial. But this standard is sometimes too stringent, and sometimes too lenient. It offers a benefit,

but not necessarily a fair benefit.

ver the last decade, clinical research con-

ducted by sponsors and researchers from de-

veloped countries in developing countries
has grown very controversial.! The perinatal HIV
transmission studies that were sponsored by the Na-
tional Institutes of Health and the Centers for Dis-
ease Control and conducted in Southeast Asia and
Africa inflamed this controversy and focused it on
the standard of care—that is, on whether treatments
tested in developing countries should be compared
to the treatments provided locally or to the best in-
terventions available anywhere.? Since then, this de-
bate has expanded to include concerns about in-
formed consent.
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A subject that has received less discussion but is
potentially even more important is the requirement
that any drugs proven effective in the trial be made
available to the host population after the trial.> There
seems to be general agreement that “reasonable avail-
ability” is necessary in order to ensure that the sub-
ject population is not exploitated.

This consensus is mistaken, however. A “fair ben-
efits” framework offers a more reliable and justifiable
way to avoid exploitation. In this paper we develop
the argument for the fair benefits framework in detail
and compare the two approaches in a specific case—
the trail of hepatitis A vaccine in Thailand.

Current Views on the Reasonable
Availability Requirement

he idea of making interventions reasonably
available was emphasized in the International
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Ethical Guidelines issued in 1993 by
the Council for International Organi-
zations of Medical  Sciences
(CIOMYS), and it was reiterated in the
2002 revision in Guideline 10 and its
commentary.

As a general rule, the sponsoring
agency should agree in advance of
the research that any product de-
veloped through such research will
be made reasonably available to
the inhabitants of the host com-
munity or country at the comple-
tion of successful testing. Excep-
tions to this general requirement
should be justified and agreed to
by all concerned parties before the
research begins.

Four issues have generated disagree-
ment. First, how strong or explicit
should the commitment to provide
the drug or vaccine be at the initia-
tion of the research trial? CIOMS re-
quired an explicit, contract-like
mechanism, agreed to before the trial,
and it assigns this responsibility to the
sponsors of research. The Declaration
of Helsinki’s 2000 revision endorses a
less stringent guarantee that does not
require availability of interventions to
be “ensured” “in advance.” Several
other ethical guidelines suggest “dis-
cussion in advance” but do not re-
quire formal, prior agreements.® Con-
versely, some commentators insist
that the CIOMS guarantee is “not
strong or specific enough.” For in-
stance, the chair and executive direc-
tor of the U.S. National Bioethics
Advisory Commission (NBAC) con-
tended:

If the intervention being tested is
not likely to be affordable in the

Disclosure
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following pharmaceutical firms: Adolor
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Corporation, Intrabiotic Pharmaceuti-
cals Inc., Neurobiological Technologies
Inc., Titan Pharmaceuticals Inc., and Vi-
roPharma Inc. He has also delivered paid
speeches for Merck & Co., Inc. These
firms do or could conduct medical re-
search in developing countries.
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host country or if the health care
infrastructure cannot support its
proper distribution and use, it is
unethical to ask persons in that
country to participate in the re-
search, since they will not enjoy
any of its potential benefits.?

To address these concerns, others ad-
vocate that research in developing
countries ethically requires a formal
and explicit prior agreement that “in-
cludes identified funding” and speci-
fies improvements necessary in the
“country’s health care delivery capa-
bilities.”

The second area of disagreement
has concerned who is responsible for
ensuring reasonable availability. Are
sponsors responsible, as the original
CIOMS guideline called for? Does
responsibility rest with host country
governments? Or international aid
organizations? The third area of dis-
agreement focuses on what it means
for drugs to be made reasonable avail-
able. Does it require that the drug or
vaccine be free, subsidized, or at mar-
ket prices?

Finally, to whom should interven-
tions be made reasonably available?
Should they be restricted to partici-
pants in the research study? Should
they include the village or tribe from
which individual participants were
enrolled? Or the whole country in
which the research was conducted?

The Justification of
Reasonable Availability

Why is reasonable availability
thought to be a requirement
for ethical research in developing
countries? Research uses participants
to develop generalizable knowledge
that can improve health and health
care for others.!® The potential for ex-
ploitation of individual participants
enrolled in research as well as com-
munities that support and bear the
burdens of research is inherent in
every research trial. Historically, fa-
vorable risk-benefit ratios, informed
consent, and respect for enrolled par-
ticipants have been the primary

mechanisms for minimizing the po-
tential exploitation of individual re-
search participants.!" In developed
countries, exploitation of populations
has been a less significant concern be-
cause there is a process, albeit an im-
petfect one, for ensuring that inter-
ventions proven effective through
clinical research are introduced into
the health care system and benefit the
general population.’? In contrast, the
potential for exploitation is acute in
research trials in developing coun-
tries. Target populations may lack ac-
cess to regular health care, political
power, and an understanding of re-
search. Hence, they may be exposed
to the risks of research with few tangi-
ble benefits. The benefits of re-
search—access to new effective drugs
and vaccines—may be predominantly
for people in developed countries
with profits to the pharmaceutical in-
dustry. Many consider this scenario
the quintessential case of exploita-
tion."?

Supporters deem that reasonable
availability is necessary to prevent
such exploitation of communities. As
one group of commentators put it:

[Iln order for research to be ethi-
cally conducted [in a developing
country] it must offer the potential
of actual benefit to the inhabitants
of that developing country. . . .
[Flor underdeveloped communi-
ties to derive potential benefit
from research, they must have ac-
cess to the fruits of such research.!

(emphasis added)

Or as the commentary to the 2002
CIOMS Guideline 10 put it

[I]f the knowledge gained from the
research in such a country [with
limited resources] is used primarily
for the benefit of populations that
can afford the tested product, the
research may rightly be character-
ized as exploitative and, therefore,
unethical.’s
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What Is Exploitation?

Even though it seems initially
plausible, there are a number of
problems with making reasonable
availability a necessary ethical re-
quirement for multinational research
in developing countries. The most
important problem is that the reason-
able availability requirement embod-
ies a mistaken conception of exploita-
tion and therefore offers wrong solu-
tion to the problem of exploitation.

There are numerous ways of
harming other individuals, only one
of which is exploitation. Oppression,
coercion, assault, deception, betrayal,
and discrimination are all distinct
ways of harming people. They are fre-
quently all conflated and confused
with exploitation.!e One reason for
distinguishing these different wrongs
is that they require very different
remedies. Addressing coercion re-
quires removing threats, and address-
ing deception requires full disclosure,
yet removing threats and requiring
full disclosure will not necessarily
prevent exploitation.

What is exploitation? In the useful
analysis  developed by  Alan
Wertheimer, Party A exploits party B
when B receives an unfair level of
benefits as a result of B’s interactions
with A.'7 Whether B’s benefits are fair
depends upon the burdens that B
bears as part of the interaction and
the benefits that A and others receive
as a result of B’s participation in the
interaction. If B runs his car into a
snow bank and A offers to tow him
out but only at the cost of $200—
when the normal and fair price for
the tow is $75—then A exploits B.

Wertheimer’s conception of ex-
ploitation is distinct from the con-
ventional idea that exploitation en-
tails the “use” of someone else for
one’s own benefit. There are many
problems with this familiar concep-
tion. Most importantly, if exploita-
tion is made to depend only on in-
strumental use of another person,
then almost all human interactions
are exploitative. We constantly and
necessarily use other people.'® In the
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example above, not only does A ex-
ploit B, but B also exploits A, because
B uses A to get his car out of the
snow bank. Sometimes the word “ex-
ploit” refers to a neutral use—as
when we say that a person exploited
the minerals or his own strength.
However, in discussions of research,
especially but not exclusively when
the research occurs in developing
countries, exploitation is never neu-
tral; it is always a moral wrong. Con-
sequently, we do not need to mark
out all cases of use. We need only to
identify those that are morally prob-
lematic."®

The Wertheimerian conception of
exploitation also departs from the

ploitation is about

commonly cited Kantian conception.
As Allan Buchanan characterizes the
Kantian conception, “To exploit a
person involves the harmful, merely
instrumental utilization of him or his
capacities, for one’s own advantage or
for the sake of one’s own ends.” The
Kantian conception of exploitation
seems to expand beyond use to in-
clude a separate harm. But in the case
of exploitation, what is this “other
harm”? For a Kantian, to exploit must
mean to use in a way that the other
person could not consent to, a way
that undermines their autonomy.?!
However in many cases, people con-
sent—with full knowledge and with-
out threats—and yet we think they
are exploited. People in developing
countries could consent to being on a
research study after full informed
consent and still be exploited. Simi-
larly, snow bank-bound B seems ex-
ploited even if he consents to being
towed out for $200. Thus the Kant-
fan conception seems mistaken in
fusing exploitation with inadequate
consent.

In any event, the reasonable avail-
ability requirement is not grounded
in Kantian claims about use and vio-
lation of autonomy. Rather, it is
aimed at ensuring that people have
access to the interventions that they
helped to demonstrate were effective.
It is related to the benefits people re-
ceive from participating in a research
study, not to their autonomy in con-
sent. Consequently, whatever the
merits of the Kantian conception of
exploitation, it seems irrelevant to de-
ciding whether making the trial inter-
vention reasonably available can pre-
vent exploitation. In contrast, the
Wertheimerian view, which locates
the core moral issue inherent in ex-

“how much,” not “what,” each

eives. The key issue is fairness in the level of
5. An unequal distribution of benefits may be

air if there are differences in the burdens and

contributions of each party.

ploitation in the fair level of benefits
each party of an interaction receives,
captures the ethical concern underly-
ing the reasonable availability re-
quirement.

In determining whether exploita-
tion has occurred in any case, the
Wertheimerian conception gives us at
least six important considerations to
bear in mind. First, exploitation is a
micro-level concern. Exploitation is
about harms from discrete interac-
tions, rather than about the larger so-
cial justice of the distribution of
background rights and resources.
Certainly macro-level distributions of
resources can influence exploitation,
but the actual exploitation is distinct.
Furthermore, while past events may
lead people to feel and claim that
they have been exploited, whether ex-
ploitation occurred does not depend
either on their feelings or on histori-
cal injustices. Exploitation is about
the fairness of an individual ex-
change. Indeed, as we shall note
below, exploitation can happen even
in a just society, and it can fail to
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occur even when there is gross in-
equality between the parties. As
Wertheimer argues:

[Wlhile the background condi-
tions shape our existence, the pri-
mary experiences occur at the
micro level. Exploitation matters
to people. People who can accept
an unjust set of aggregate resources
with considerable equanimity will
recoil when they feel exploited in
an individual or local transaction. .
. . Furthermore, micro-level ex-
ploitation is not as closely linked
to macro-level injustice as might
be thought. Even in a reasonably
just society, people will find them-
selves in situations [that] will give
rise to allegations of exploitation.?2

The reasonable availability re-
quirement recognizes the possibility
of exploitation associated with a par-
ticular study, and it does not require
ensuring the just distribution of all
rights and resources or a just interna-
tional social order. This is more than
just a pragmatic poing it reflects the
deep experience that exploitation is
transactional.

Second, because exploitation is
about interactions at a micro level,
between researcher and community,
it can occur only once an interaction
is initiated. In this sense, the obliga-
tions to avoid exploitation are obliga-
tions that coexist with initiating an
interaction.

Third, exploitation is about “how
much,” not “what,” each party re-
ceives. The key issue is fairness in the
level of benefits. Moreover, exploita-
tion depends upon fairness, not
“equalness.” An unequal distribution
of benefits may be fair if there are dif-
ferences in the burdens and contribu-
tions of each party. Fairness in the
distribution of benefits is common to
both Wertheimer’s theory of exploita-
tion and Rawls’s theory of justice, but
the notion of fairness important for
exploitation is not Rawlsian. They
differ in that Rawls addresses macro-
and Wertheimer micro-level distribu-
tions of benefits. The Rawlsian con-
ception of fairness addresses the dis-
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tribution of rights, liberties, and re-
sources for the basic structure of soci-
ety within which individual transac-
tions occur.?® In other words, Rawl-
sian fairness is about constitutional
arrangements, taxes, and opportuni-
ties. Rawls’s conception has often but
wrongly been applied to micro level
decisions, where it usually issues in
implausible and indefensible recom-
mendations. Fairness in individual
interactions, which is the concern of
exploitation, is based on ideal market
transactions.2 Thus a fair distribu-
tion of benefits at the micro-level is
based on the level of benefits that
would occur in a market transaction
devoid of fraud, deception, or force,
in which the parties have full infor-
mation. While this is always ideal-
ized—in just the way that economic
theory is idealized—it is the powerful
ideal informing the notion of fairness
of micro-level transactions. This no-
tion of fairness is also relative: just as
fair price in a market is based on
comparability, so too is the determi-
nation of fair benefits based on com-
parisons to the level of benefits re-
ceived by other parties interacting in
similar circumstances.

Fourth, that one party is vulnera-
ble may make exploitation more like-
ly, but does not inherently entail ex-
ploitation. Since exploitation involves
the distribution of benefits and bur-
dens, vulnerability is neither neces-
sary nor sufficient for its occurrence.
The status of the parties is irrelevant
in determining whether exploitation
has occurred. If the exchange is fair to
both parties, then no one is exploited,
regardless of whether one party is
poor, uneducated, or otherwise vul-
nerable and disadvantaged. In the
case of snow-bound B, if A charges B
$75 for towing the car out, then B is
not exploited even though B is vul-
nerable.

Fifth, since exploitation is about
the fairness of micro-level interac-
tions, the key question is the level of
benefits provided to the parties who
interact. Determining whether ex-
ploitation has occurred does not in-
volve weighing the benefits received

by people who do not participate in
the interaction.

Finally, because fairness depends
on idealized market transactions, de-
termining when exploitation oc-
curs—when the level of benefits is
unfair—will require interpretation.
As with the application of legal prin-
ciples and constitutional provisions,
the inevitability of interpretation
means that reasonable people can and
will disagree. But such interpretation
and controversy does not invalidate
either judicial or moral judgments.

Problems with the Reasonable
Availability Requirement

he fundamental problem with

the reasonable availability stan-
dard is that it guarantees a benefit—
the proven intervention—but not a
Jair level of benefits, and therefore it
does not necessarily prevent exploita-
tion. Reasonable availability focuses
on whar—the products of research—
but exploitation requires addressing
how much—the level of benefit. For
some research in which either the
subjects would be exposed to great
risks or the sponsor stands to gain
enormously, reasonable availability
might be inadequate and unfair.
Conversely, for very low- or no-risk
research in which the population
would obtain other benefits, or in
which the benefits to the sponsor are
minimal, requiring the sponsor to
make a product reasonably available
could be excessive and unfair.

There are also other problems
with the reasonable availability stan-
dard. First, it embodies a very narrow
notion of benefits. It suggests that
only one type of benefit—a proven
intervention—can justify participa-
tion in clinical research. But a popu-
lation in a developing country could
consider a diverse range of other ben-
efits from research, including the
training of health care or research
personnel, the construction of health
care facilities and other physical infra-
structure, and the provision of public
health measures and health services
beyond those required as part of the
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research trial. The reasonable avail-
ability standard ignores such benefits,
and hence cannot reliably determine
when exploitation has occurred.

Second, at least as originally for-
mulated by CIOMS, the reasonable
availability standard applies to only a
narrow range of clinical research—
successful Phase III testing of inter-
ventions.? It does not apply to Phase
I and II drug and vaccine testing, or
to genetic, epidemiology, and natural
history research, which are all neces-
sary and common types of research in
developing countries but may be con-
ducted years or decades before any
intervention is proven safe and effec-
tive. Consequently, either the reason-
able availability requirement suggests
that Phase I and II studies cannot be
ethically conducted in developing
countries—a position articulated in
the original CIOMS guidelines but
widely repudiated—or there is no
ethical requirement to provide bene-
fits to the population when conduct-
ing such early phase research, or rea-
sonable availability is not the only
way to provide benefits from a clinical
research study.

To address this gap, CIOMS al-
tered the reasonable availability re-
quirement in 2002:

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

ty.26 (emphasis added)

According to CIOMS some knowl-
edge alone may constitute a fair level
of benefits for some non-Phase III
studies. But in many non-Phase III
studies, it may not match either the
risks to subjects or the benefits to oth-
ers. Indeed, the requirement could
permit pharmaceutically sponsored
Phase I and II testing of drugs in de-
veloping countries while shifting
Phase III testing and sales to devel-
oped countries as long as data from
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the early studies are provided to the
developing countries. This modifica-
tion to encompass non-Phase III
studies might actually invite more ex-
ploitation of developing countries.
Third, even in Phase III studies,
the reasonable availability require-
ment provides an uncertain benefit to
the population, since it makes benefit
depend on whether the trial is a “suc-
cessful testing” of a new product. If
there is true clinical equipoise at the
beginning of Phase III trials conduct-
ed in developing countries, then the
new intervention should be proven

g a prior agreement to supply a proven

product at th

more effective in only about half of
the trials.?” Consequently, reliance on
reasonable availability alone to pro-
vide benefits implies that the host
country will receive sufficient benefits
from half or fewer of all Phase III
studies.

Fourth, assuring reasonable avail-
ability does not avert the potential for
undue inducement of a deprived pop-
ulation. One worry about research in
developing countries is that collateral
benefits will be escalated to induce
the population to enroll in excessively
risky research. If the population lacks
access to public health measures, rou-
tine vaccines, medications for com-
mon ailments, and even trained
health care personnel, then providing
these services as part of a research
study might induce them to consent
to the project despite its risks, and de-
spite the fact that it disproportionate-
ly benefits people in developed coun-
tries.?8 Similarly, guaranteeing reason-
able availability to a safe and effective
drug or vaccine after a study could
also function as an undue induce-
ment if the population lacks basic
health care.

Fifth, it is beyond the authority of
researchers and even of many spon-

sors of research to guarantee reason-
able availability. Clinical researchers
and even some sponsors in developed
countries, such as the NIH and Med-
ical Research Council, do not control
drug approval processes in their own
countries, much less in other coun-
tries. Similarly they do not control
budgets for health ministries or for-
eign aid to implement research re-
sults, and may be, by law, prevented
from providing assistance with imple-
mentation of research results. At best,
they can generate data to inform the
deliberations of ministers of health,

nd of a successful trial can become a
n handcuff,” constraining rather than

benefiting the population.

aid officials, international funding or-
ganizations, and relevant others, and
then try to persuade those parties to
implement effective interventions.

Further, because most Phase 111
trials take years to conduct, policy-
makers in developing countries and
aid agencies may resist agreements to
provide an intervention before they
know how beneficial it is, the logisti-
cal requirements for implementing
and distributing it, and how it com-
pares to other potential interventions.
Such cautiousness seems reasonable
given the scarce resources available for
health delivery.

Sixth, requiring reasonable avail-
ability tacitly suggests that the popu-
lation cannot make its own, au-
tonomous decisions about what bene-
fits are worth the risks of a research
trial. In many cases the resources ex-
pended on making a drug or vaccine
available could be directed to other
benefits instead, which the host com-
munity might actually prefer. Disre-
garding the community’s view about
what constitutes appropriate benefits
for them—insisting that a population
must benefit in a specific manner—
implies a kind of paternalism.
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Finally, requiring a prior agree-
ment to supply a proven product at
the end of a successful trial can be-
come a “golden handcuff;” constrain-
ing rather than benefiting the popula-
tion. If there is a prior agreement to
receive a specific drug or vaccine,
rather than cash or some other trans-
ferable commodity, the prior agree-
ment commits the population to
using the specific intervention tested
in the trial. (Pharmaceutical compa-
nies are likely to provide their own
product directly and avoid agree-
ments in which they are required to
provide the product of a competitor.)
Yet if other, more effective or desir-
able interventions are developed, the
population is unlikely to have the re-
sources to obtain those interventions.
Hence prior agreements can actually
limit access of the population to ap-
propriate interventions.

Because of these difficulties, the
reasonable availability requirement is
recognized more in the breech than in

The fair benefits framework r

principles: the research shguld have
subjects should be selecte

must have a favorable risk-be
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African and three Western coun-
tries—Egypt, Ghana, Kenya, Malawi,
Mali, Nigeria, Tanzania, Uganda,
Norway, the United Kingdom, and
the United States—who participated
in the 2001 Conference on Ethical
Aspects of Research in Developing
Countries (EARD). (See the attached
list.) As an alternative to reasonable
availability, this group proposes the
“fair benefits framework.”?

The fair benefits framework sup-
plements the usual conditions for the
ethical conduct of research trials, such
as independent review by an institu-
tional review board or research ethics
committee and individual informed
consent.’® In particular, it relies on
three background principles that are
widely accepted as requirements for
ethical research. First, the research
should have social value: it should ad-
dress a health problem of the develop-
ing country population. Second, the
subjects should be selected fairly: the
scientific objectives of the research it-

ree background

ial value,

its fulfillment; consequently much ef-
fort has been devoted to identifying
and justifying exceptions.

The Fair Benefits Framework

ertainly, targeted populations in
developing countries ought to
benefit when clinical research is per-
formed in their communities. Mak-
ing the results of the research available
is one way to provide benefits to a
population, but it is not the only way.
Hence it is not a necessary condition
for ethical research in developing
countries, and it should not be im-
posed unless the developing countries
have themselves affirmed it.
This was the consensus of the clin-
ical researchers, bioethicists, and IRB
chairs and members from eight
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self, not poverty or vulnerability,
must provide a strong justification for
conducting the research in a specific
population. The subjects might be se-
lected, for example, because the pop-
ulation has a high incidence of the
disease being studied or of the trans-
mission rates of infection necessary to
evaluate a vaccine. Third, the research
must have a favorable risk-benefit
ratio: benefits to participants must
outweigh the risks, or the net risks
must be acceptably low.

To these widely accepted princi-
ples, the fair benefits framework adds
three further principles, which are
specified by fourteen benchmarks (see
the table):

Principle 1: Fair Benefits. There
should be a comprehensive delin-
eation of tangible benefits to the re-

search participants and the popula-
tion from both the conduct and re-
sults of the research. These benefits
can be of three types: (1) benefits to
research participants during the re-
search; (2) benefits to the population
during the research; or (3) benefits to
the participants and population after
completion of the research. It is not
necessary to provide each of these
types of benefits; the ethical impera-
tive based on the conception of ex-
ploitation is only for a fair level of
benefits. It would seem fair that as the
burdens and risks of the research in-
crease, the benefits should also in-
crease. Similarly, as the benefits to the
sponsors, researchers, and others out-
side the population increase, the ben-
efits to the host population should
also increase.

Because the aim of the fair benefits
framework is to avoid exploitation,
the population at risk for exploitation
is the relevant group to receive bene-
fits and determine their fairness. In-
deed, determination of whether the
distribution of benefits is fair depends
on the level of benefits received by
those members of the community
who actually participate in the re-
search, for it is they who bear the bur-
dens of the interaction. However,
each benefit does not have to accrue
solely to the research participants; a
benefit could be directed instead to
the entire community. For instance,
capacity development or enhanced
training in ethics review would be
provided to the community, and then
benefit the participants indirectly.
The important question is how much
the participants will benefit from
these measures.

In addition, the community will
likely bear some burdens and imposi-
tions of the research because its health
care personnel are recruited to staff
the research teams, and its physical fa-
cilities and social networks are uti-
lized to conduct the study. Thus, to
avoid exploitation, consideration of
the benefits for the larger community
may also be required. However, since
exploitation is a characteristic of
micro-level transactions, there is no
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justification for including everybody
in an entire region or country in the
distribution of benefits (nor in the
decisionmaking that is required by
the next principle) unless the whole
region or country is involved in bear-
ing the burdens of the research and at
risk for exploitation.

Principle 2: Collaborative Part-
nership. The population being asked
to enroll determines whether a partic-
ular array of benefits is sufficient and
fair. Currently, there is no shared in-
ternational standard of fairness; rea-
sonable people disagree.’! More im-
portantly, only the host population
can determine the value of the bene-
fits for itself. Outsiders are likely to be
poorly informed about the health, so-
cial, and economic context in which
the research is being conducted, and
they are unlikely to fully appreciate
the importance of the proposed bene-
fits to the population.

Furthermore, the population’s
choice to participate must be free and
uncoerced; refusing to participate in
the research study must be a realistic
option. While there can be controver-
sy about who speaks for the popula-
tion being asked to enroll, this is a
problem that is not unique to the fair
benefits framework. Even—or espe-
cially—in democratic processes, una-
nimity of decisions cannot be the
standard; disagreement is inherent.
But how consensus is determined in
the absence of an electoral process is a
complex question in democratic the-
ory beyond the scope of this article.

Principle 3: Transparency. Fair-
ness is relative, since it is determined
by comparisons with similar interac-
tions. Therefore transparency—like
the full information requirement for
ideal market transactions—allows
comparisons with similar transac-
tions. A population in a developing
country is likely to be at a distinct dis-
advantage relative to the sponsors
from the developed country in deter-
mining whether a proposed level of
benefits is fair. To address these con-
cerns, a publicly accessible repository
of all benefits agreements should be
established and operated by an inde-
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TABLE 1: The Fair Benefits Framework

Principles

Fair benefits

Collaborative
partnership

Transparency

Benchmarks for determining whether the principle is honored.

© Benefits to participants during the research
1) Health improvement: Health services that are essential to the con-
duct of the research will improve the health of the participants.

2) Collateral health services: Health services beyond those essential to
the conduct of the research are provided to the participants.

© Benefits to participants and population during the research
3) Collateral health services: Additional health care services are pro-
vided to the population.

4) Public Health Measures: There are additional public health measures
provided to the population.

5) Employment and economic activity: The research project provides
jobs for the local population and stimulates the local economy.

© Benefits to population after the research
6) Availahility of the intervention: If proven effective, the intervention
should be made available to the population.

1) Capacity development: There are improvements in health care phys-
ical infrastructure, training of health care and research personnel, or
training of health personnel in research ethics.

8) Public health measures: Additional public health measures provided
to the population will have a lasting benefit.[OK?]

9) Long-term collahoration: The particular research trial is part of a
long-term research collaboration with the population.

10) Financial rewards: There is a plan to share fairly with the popula-
tion the financial rewards or intellectual property rights related to the
intervention being evaluated.

1) Free, uncoerced decisionmaking: The population is capable of mak-
ing a free, uncoerced decision: it can refuse participation in the re-
search.

2) Population support: \When it has understood the nature of the re-
search trial, the risks and benefits to individual subjects, and the bene-
fits to the population, the population decides that it wants the research
to proceed.

1) Central repository of henefits agreements: An independent body cre-
ates a publicly accessible repository of all formal and informal benefits
agreements.
2) Community consultation: Forums with populations that may be invit-
ed to participate in research, informing them about previous benefits
agreements.
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pendent body, such as the World
Health Organization. A central repos-
itory permits independent assessment
of the fairness of benefits agreements
by populations, researchers, govern-
ments, and others, such as non-
governmental organizations. There
could also be a series of community
consultations to make populations in
developing countries aware of the
terms of the agreements reached in
other research projects. Such infor-
mation will facilitate the development
of “case law” standards of fairness that
evolve out of a number of agree-
ments.

Together with the three back-
ground conditions, these three new
principles of the fair benefits frame-
work ensure that: (1) the population

Did the Havrix study provide fair benefits? T ‘(
focused not on whether the vaccine would .

available, but on a broad range of burdens a

has been selected for good scientific
reasons, (2) the research poses few net
risks to the research participants, (3)
there are sufficient benefits to the par-
ticipants and population, (4) the pop-
ulation is not subject to a coercive
choice, (5) the population freely de-
termines whether to participate and
whether the level of benefits is fair
given the risks of the research, and (6)
there is an opportunity for compara-
tive assessments of the fairness of the
benefit agreements.

Application to the Hepatitis A
Vaccine Case

\ x Je can compare the reasonable

availability requirement with
the fair benefits framework in the case
of Havrix, an inactivated hepatitis A
vaccine that was tested in 1990
among school children from Kam-
phaeng Phet province in northern
Thailand.?? The study was a collabo-
ration of the Walter Reed Army Insti-
tute of Research (in the United
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States), SmithKline Beecham Biologi-
cals, and Thailand’s Ministry of Pub-
lic Health. Initially, there was a ran-
domized, double-blind Phase II study
involving 300 children, primarily
family members of physicians and
nurses at the Kamphaeng Phet
provincial hospital. After a demon-
stration of safety and of an antibody
response that neutralizes hepatitis A, a
randomized, double blind Phase III
study with a hepatitis B vaccine con-
trol involving 40,000 children, one to
sixteen years old, was initiated to as-
sess protection against hepatitis A in-
fection.

The study was conducted in Thai-
land for several reasons. First, there
were increasingly common episodes
of hepatitis A infection during adoles-

=

cence and adulthood, including he-
patitis A outbreaks, such as at the Na-
tional Police Academy in 1988. Sec-
ond, while hepatitis A transmission
was focal, there was a sufficiently high
transmission rate—119 per 100,000
population—in rural areas to assess
vaccine efficacy. Third, the area had
been the site of a prior Japanese en-
cephalitis vaccine study.?® Ultimately,
the Japanese encephalitis vaccine was
registered in Thailand in 1988 and
included in the Thai mandatory im-
munization policy in 1992.

Prior to the Phase III study, there
was no formal agreement to make
Havrix widely available in Thailand.
Due to competing vaccination priori-
ties (especially for implementation of
hepatitis B vaccine), the cost of a
newly developed hepatitis A vaccine,
and the available health care budget
in Thailand, it was unlikely that
Havrix would be included in the fore-
seeable future in Thailand’s national
immunization program, in which
vaccines are provided to the popula-

tion at no cost. In addition, SmithK-
line Beecham Biologicals made no
commitment to provide free Havrix
to Thailand. However, the company
did commit to provide the vaccine to
all research participants effective and
to pursue Havrix registration in Thai-
land, enabling the vaccine to be sold
in the private market. While there
was no promise about what the prices
would be for the private market,
SmithKline Beecham Biologicals had
previously utilized tiered pricing on
vaccines. Registration and distribu-
tion would enable the Ministry of
Public Health to use Havrix to con-
trol hepatitis A outbreaks at schools
and other institutions. Nevertheless,
at the start of the trial, all collabora-
tors recognized that the largest mar-
ket for Havrix would be travelers
from developed countries.

Was the Havrix study ethical? Al-
though all the study participants ulti-
mately received hepatitis A and B vac-
cines, the study did not fulfill the rea-
sonable availability requirement.
There was no prior agreement to pro-
vide the vaccine to everyone in Kam-
phaeng Phet province, and since most
Thais would not be able to afford the
vaccine, committing to registering
and selling it on the private market
does not seem to "reasonably avail-
able." Thus, by this standard, the trial
seems to be unethical.

The fair benefits framework, how-
ever, requires a more multifaceted as-
sessment. First, the study seemed to
fulfill the background requirements
of social value, fair subject selection,
and favorable risk-benefit ratio. He-
patitis A was a significant health
problem in northern Thailand and
recognized as such by the Thai Min-
istry of Public Health. Although the
population in Kamphaeng Phet
province was poor, the epidemiology
of hepatitis A provided an indepen-
dent scientific rationale for site selec-
tion. The preliminary data indicated
that the candidate vaccine had an ex-
cellent safety profile and probable
protective efficacy, suggesting a highly
favorable risk-benefit ratio for partici-
pants.
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The benefits of the Havrix trial
were of several sorts. By design, all
40,000 children in the trial received
both hepatitis A and B vaccines. In
addition, regional medical services
were augmented. The research team
contracted with the community
pubic health workers to examine all
enrolled children absent from school
at their homes, to provide necessary
care, and, if appropriate, to arrange
transfer to the district or provincial

hospital.

There were also benefits for the
provincial population. Public health
stations throughout Kamphaeng Phet
province that lacked adequate refrig-
eration to store vaccines, medicines,
and blood specimens received new re-
frigerators. Similarly, rural health sta-
tions lacking reliable access to the ex-
isting FM wireless network link with
the provincial hospital’s consultants
were joined to the network. In the six
schools that had hepatitis A outbreaks
during the study, the research team

arranged for inspection of the schools
and identification of deficiencies in
toilet, hand-washing facilities, and
water storage contributing to the out-
break. At each school, the researchers
contracted and paid to have recom-
mended improvements implemented.
In addition, public health workers
were provided with unlimited stocks
of disposable syringes and needles, as
well as training on measures to reduce
the incidence of blood-borne diseases.
Hepatitis B vaccinations were provid-
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ed to all interested government per-
sonnel working on the trial, including
approximately 2,500 teachers, public
health workers, nurses, technicians,
and physicians. Since deaths of en-
rolled research participants were
tracked and investigated, the research
team identified motor vehicle acci-
dents, especially pedestrians struck by
cars, as a major cause of mortality in
the province and recommended cor-
rective measures.> Finally, the train-
ing of Thai researchers and experience
in conducting the Havrix trial may
have facilitated subsequent research
trials, including the current HIV vac-
cine trials in Thailand.

Regarding the principle of collabo-
rative partnership, there were exten-
sive consultations in Kamphaeng
Phet province prior to initiating and
conducting the trial. The provincial
governor, medical officer, education
secretary, and hospital director pro-
vided comments before granting their
approval. In each of the 146 partici-
pating communities, researchers
made public presentations about the
study and held briefings for interested
parents and teachers. Each school ap-
pointed a teacher to maintain a liai-
son with the research team. Parental
and community support appeared to
be related to the provision of hepatitis
B vaccine to all participants, since he-
patitis was seen as a major health
problem and the children lacked ac-
cess to the vaccine.

Furthermore, the protocol was re-
viewed by the Thai Ministry of Public
Health’s National Ecthical Review
Committee, as well as by two IRBs in
the United States. The Ministry of
Public Health appointed an indepen-
dent committee composed of thirteen
senior physicians and ministry offi-
cials to monitor the safety and effica-
cy of the trial. And rejecting the trial
appeared to be a genuine option; cer-
tainly those Thai scientists who tried
hard to prevent it, including by lob-
bying the National Ethics Review
Committee, seemed to think so.

At the time of this trial, there was
no central repository of benefits
agreements to fulfill the transparency
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principle. However, the measures
taken to benefit the population, in-
cluding provision of the hepatitis A
and B vaccines and registration of
Havrix in Thailand, were discussed
with the Ministry of Public Health
and provincial officials and published.

Did the Havrix study provide fair
benefits? Clearly some in Thailand
thought not. They argued that the
trial did not address a pressing health
need in a manner appropriate to the
country; instead, they held, it ad-
dressed a health interest of the U.S.
army. Second, some have alleged
there was insufficient technology
transfer. In particular, no training was
provided to Thai researchers to con-
duct testing for the antibody to he-
patitis A or to develop other laborato-
ry skills. Third, it was claimed that in-
adequate respect was accorded to the
Thai researchers, as none were among
the study’s principal investigators and
none were named in the original pro-
tocol (they were simply referred to as
“Thai researchers”). Only after
protests were they individually identi-
fied. The American investigators
claim vehemently that this charge is
inaccurate. A prominent vaccine re-
searcher summarized the sentiment
against Thai participation:

Journalists in the country have ac-
cused the government and medical
community of a national betrayal
in allowing Thai children to be ex-
ploited. . . . The role of Thailand
in rounding up its children for im-
munization was hardly seen as a
meaningful partnership in this re-
search aim. In private, government
ministers agreed with this, but the
sway of international politics and
money was too persuasive.’

Many others argued that the bene-
fits to the population of Kamphaeng
Phet province were sufficient, espe-
cially given the minimal risk of the
study. Still others are uncertain. In
their view, the level of benefits were
not clearly inadequate, but more
long-term benefits could have been
provided to the community depend-
ing on the level of the sponsors” bene-

fits—in this case, SmithKline
Beecham’s profits from vaccine sales.
To address the uncertainty of how
much a company might benefit from
drug or vaccine sales, some propose
profit-sharing agreements that pro-
vide benefits to the community relat-
ed to the actual profits.

Universal agreement is a naive and
unrealistic goal. The goal is only a
consensus in the population to be en-
rolled in the trial. Consensus on the
appropriateness of a research study
acknowledges that some disagreement
is not only possible but likely, and
even a sign of a healthy partnership.3
In this trial, the national ministry, the
provincial governmental and health
officials, and the Kamphaeng Phet
population seemed supportive.

Further, the dissent focused not on
whether the vaccine would be made
available to the population if it were
proven effective, but on the level of a
broad range of burdens and benefits,
both to the community and to the
sponsors. It is precisely this sort of
broad, nuanced, and realistic assess-
ment of the community’s interests
that is permitted and promoted by
the fair benefits framework. Rather
than making any one type of benefit
into a moral litmus test, the fair ben-
efits framework takes into account all
of the various ways the community
might benefit from the research.
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