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irrational or unacceptably foolish: Misconceptio n in Clinical Research; Fr’equeirapeulic
Now, since, in the relations between men, the worst that Eactors,” IRB 26, 10. 2 (2004): 1-8, Y ang g

can happen to someone is for him to see himself at the
discretion of someone else, would it not have been con
to good sense to begin by surrendering into the hands of a
leader the only things for whose preservation they needed

trary

33 E G. Miller and D. L. Rosenstein, “The Therapey;
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1383-86.
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the concession of so fine a right?
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CLINICAL TRIALS IN DEVELOPING COUNTRIES
RESEARCH IN DEVELOPING COUNTRIES: TAKING BENEFIT SERIOUSLY
Leonard H. Glantz, George J. Annas, Michael A. Grodin, and Wendy K. Mariner
The authors confront the issue of whether it can be acceptable for researchers in
( wealthy countries to enroll citizens of developing countries in clinical trials. Citing
( ' guidelines published by the(Council for International Organizations of Medical Sci-
ences,)the authors argue that to justify such trials, the risks or burdens imposed on
e X dal participants must be offset by the prospect of actual benefit to the inhabitants
v\ /Y of the developing country. Thus, if the trial yields beneficial knowledge, benefits
& 5( m.ust actually. reach 'mdlviduals in the country in which the trial took place; other-
W1se, the subjects ‘w111 have been exploited. A practical implication of this approach
is that. an f?ssenpal‘ prerequisite to designing ethical research in underdeveloped
countries 1sh 1der;:Lfy1ng the source and amount of funding for providing the fruits of
ijv\ he research to the people: of the developing country”—a moral requirement that was
- not satisfied in recent African AZT studies Th h . | a
A\ wide range of objections to th : - 1he authors then consider and reply ©
W /\M 0 8 ] € ethical standard they propose.
\&WF }/\'Mw)b —
\ n April 1998 New York Times Magazine article de- . I Munge!
: s of ) people in the Philippine Island of Cebu- ]
scribed Ronald Munger’s efforts to obtain blood sought the blood her there W3 aff
samples from a group of extremely impoverished netic oo Uy pliatier e hincidence
cause for this group’s unusually hig (othe
Reprinted with permission of Leonard H. Glantz and the publisher from of cleft hp and palate. One of many obstacles ]
Hastings Center Repo%vi;‘ 2? (Noéen:ber_December 1999, pp- 3842 Tresearch project was the need to obtain the c00p? 10
ioht © 1998 by The Hastings enter. . ar
Copyright tion of the local health officer. It was 10! B



oer, or the reader, whether the health off;

ung ﬁ de interest in protecting the populac
aboxiao for a bribe. The health officer asked
l?%&aﬁdory questions about informed
a eth:a study’s ethical review in the Upjte
al i_%l’l\’,l'u‘nger answered. Munger alsq expl
Whlcf'ts that mothers and childrep would derjve
penetl articipating in the research. The mothers
fromldplear n_their blood types (which they appar:
wo;l desired) and whether they were anemic. If they
ent Z anemic, they would be given irop pills. Lunch
We;ld be served, and raffles drranged so that fam;.
W’O/—cg—ll/la’ win simple toys and other sma] items.
lies Munger told the health officermﬁisﬂ hy-
potheses were correct, tlie research would benefit
the population of Ceb}l: lf. the research shows that
ncreased folate and V1tein1n B6 reduces the risk of
cleft lip and palate, families could redyce the risk of
facial deformities in their future offspring. The re-
porter noted that the health officer “leughe aloud at
the suggestion that much of what is being discovered
in American laboratories will make it back to Ceby
any time soon.” Reflecting on his experience with
another simple intervention, iodized salt, the health
officer said that when salt was 1odized, the pri
threefold “so those who need it couldn’t afford it an
those who didn’t need it are the only ones who could
afford it.”

The simple blood collecting mission to Cebuy jI-

lustrates almost all the is yesypresented by research
in developing countrie@s the threshold ques-
tion of the goal of the re rch and its importance to
the opula'Fanpresented by the research subjects.
(@%is the quality of informed consent, including
Whether the potential subjects thought that partici-
pation in the research was related to free surgical
care that was offered in the same facility (although it
clearly wag not) and whether one could adequately
eXplain genetic hypotheses to an uneducated popu-
lac_e-@&k.ere is the question whether the popu-
lationgrerry Wwhich subjects were drawn could benefit
Tesearch. This research intervention is very
low risk—the collection of 10 drops of blood from
dffecteq beople and their family members. The risk
of job or insurance discrimination that genetic re-
*earch poses in this country did not exist for the
Ceby Population; ironically, they were protected

cer had
€ or was
Munger
consent
d States,
ained the

from the

Lpropriate subjects of
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from the risk of ec

onomic discrimination by the pro-
found Poverty in

which they lived.
Even thjs simple study raises the most funda-
mental questjop: “Why is it acceptable for researchers

In developed countries to use citizens of developing

Countries ag T€search subjects?” A cautionary ap-
proac

! O PCIMITHNg Tesearch with human subjects
in underdeve]oped countries has been recommended

because of the risk of their inadvertent or deliberate
e{(ploitation by researchers from developed coun-
tries. This Cautionary approach generally is invoked
when Iesearchers propose to use what are consid-
ered “vulnerable populations,” such as prisoners and
children, as research subjects.” Vulnerable popula-

tions are those that are less able to protect them-
selves, either because they are not capable of making
their own decisions or because they are particularly
susceptible to mistreatment.> For example, children
may be incapable of giving informed consent or of
Yy, while prisoners are

standing up to adult authorit
g coerced into becom-

especially vulnerable to bein

ng subjects. Citizens of developing countries are of-

ten in vulnerable situations because of their lack of

political power, lack of education, unfamiliarity
al interventions, extreme poverty, or dire

with medic
need for health care and nutrition. It is the dire need
of these populations that may make them both ap-

research and especially vulner-

able to exploitation. This combination of need and

CIOMS GUIDELINES

In 1992, the Council for International Organizations
of Medical Sciences (CIOMS), in collaboration with
the World Health Organization, published guide-
lines for the appropriate use of research subjects
from “underdeveloped communities "

Like other human research codes, the CIOMS
guidelines combine the protection of subjects’ rights
with protection of their welfare: as subjects become
less able to protect their own rights (and therefore
become more vulnerable), researchers and review-
ers must increase their efforts to protect the welfare
of subjects.” Perhaps the most important statement in
these guidelines is what appears to be the injunction




280

n developing el in
aga elop
rCSCaﬂ}\h;?QUI . '
developed countries. _
notes, f6f”éXaMa that there are dlSTa i
ver occur in economically deve op
d treatment researctt =
untries at 1
be drawn fro

n order for re-

t offer the pO-
of that

or né )
and that prevention an
needs to be conducted in the €0

(hose diseases. The conclusion to b€ ¢
substance of these guidelines is that 1
search to be ethically conducted, it mus!
tential of actual benefit to the inhabitants
developing country. -
In order for underdeveloped communities tO de-
potential benefit from research, they must have
access to the fruits of such research. The CIOMS
commentary to guideline 8 states that, “as a general
rule, the sponsoring agency should ensure that, at the
completion of successful testing, any product' deve!—
ope@l be made reasonably available to inhabi-
nts of the underdeveloped community in which the
research was carried out: exceptions to this general
requirement should be justified, and agreed to by all
concerned parties before the research is begun.”
This statement is directed at minimizing exploita-
tion of the underdeveloped community that provides
the research subjects. If developed countries use in-
habitants of underdeveloped countries to create
new products that would be beneficial to both the
developed and the underdeveloped country, but the
underdeveloped country cannot gain access to the
product because of expense, then the subjects in the
underdeveloped countries have been grossly ex-
ploited. As written, however, this CIOMS guideline
is not, str. i :

' xemplifying this problem are recent short
course zidovudine (AZT) studies in Africa that were
approved and conducted despite the existence of th
CIOMS guidelines.’

sk for

rive

THE AFRICAN MATERNAL-FETAL HIV
TRANSMISSION STUDIES

The goal of the short course AZT studies was to see
if lower doses of the drug AZT than those used in the
United States could reduce the rate of maternal-child
transmission of HIV. It was well established that
doses of AZT that cost $800 (not taking into account
screening and other related costs) reduced maternal-

Cqm&gﬁb tc’t/

fetal {ransmission of HIV by as much g tWog
thirg

d States.g’ ° If the deVebpe d coy
Nty

in the United -

had been willing to §ub51d1ze the cost of thig oo Tigg

in Africa, N0 additional research would py, f‘tl)nen
e

needed. But because many AfI.‘ican Countrie
not afford this expense, the decision was 1,
e if lower (and therefore cheap,

ernal-fetal HIV trang
Several impoverishgd f:(.)unt.ries were chosep 5.
search sites. The JusFlflcatmn for ConduCting Ie-
search in those countries was not that they | rre.
from a disease that did not afflict people in dev:1d
oped countries, and ngt pecause'no treatment ex:
isted, but because thejr_impoveris ade
existin ailable to them

veloped countries refused to subsidize the COSts)_lo'

The issue, as always, is to determine the ethicg
acceptability of the proposed research before it i
conducted. In a case like this, where the researchable
problem exists solely because of economic reasons,
the research hypothesis must contain an economic
The research question should be formu-

S coy] d
de to 5y,
r) dOSeS
Missiop,

tempt 0 €
would pr

component.

lated as follows:
(1) We know that a given regimen of AZT will

reduce the rate of maternal-child transmission of HIV.

(2) Maternal-child transmission of HIV in many
African countries is a serious problem but the effec-
tive AZT regimen is not available because it is too
expensive.

(3) If an effective AZT regimen costs $X, then
it will be made available in the country in whichitis
to be studied.

(4) Therefore, we will conduct trials in certain
African countries to see if $X worth of AZT will ef-
fectively reduce maternal-child transmission of HIV
in those countries. w't )

The most important part of the developmen Oj)
this research question is number 3. W_it_ll()_litw :

what dollar amount X actually represents, 1

possible to formulate a research question that ¢4
lead to any benefit to the citizens of the country 11
which the research is to be conducted. There i
way to determine what $X represents in the ?b'
sence of committed funding. Therefore, an essentidl
grerelquisite to designing ethical research in Und‘;r'
eveloped countries is identifying the sourc
amount of fundingfer..m;meﬁuﬁs of the




othe people -of the developing country in
res@‘i‘«f - to.be stu_dled as a condition of the re-
wh'LC; :be'i;lg approved.
€
< the same effect as $800 worth of AZT, j

T hireaﬂy benefit the developed world. Devel-
ol cuntrie s, which currently spend $800 per case
ed cos Jlone, could pay substantially less for this

n dru%‘ve measure, and, because the research was
reven tled elsewhere, none of their citizens would
cond‘:)ceen put at any risk. At the same time, if the un-
havg veloped country could not aff 50
gler.ﬁl-;) re than it could spend $800, then it could net
ani’sibly derive information that would be of any

b(e)nefit to its pqpulation. his-is the definitjon of ex-

ploitation / . .
/mnfly now that an effort is being made to de-
ermine how to raise the money to actually provide
AZT to prevent maternal-child HIV transmission (as
well as the other costly services that go with the ap-
propriate administration of the drug) to the impover-
ished African countries that provided the human
subjects.'? These efforts began after parallel studies
conducted in Thailand reported that lower doses of
AZT reduced maternal-fetal transmission of HIV."
The Thai government had committed to providing
the AZT before its trials began. In the-African trials,
however, no one “ensured” that.at the completion of
successful testing the product would be made rea-
sonably available, thereby violating the CIOMS
guidelines.'* The guidelines say that there can be
€Xceptions to this general requirement, but that ex-
®ptions must be “justified” and “agreed to by all
‘oncerned parties.” It is not clear to whom the ex-
“plion must be “justified” or on what grounds.
an(()ijzover’ if the “f:oncemed parties” are the sponsor
iy rfothe Investigator and the host country, they
search Ssgequately represent the interest§ of the re-
tesearch CJe:cts. Tbe fact thaF fepresentatlves of the
trieg agreeommuDlt}’ and off101a1§ of the host coun-
the YESearc}io exploit the population does not make
any less exploitive."

RULES
BEvEL

OR ETHICAL RESEARCH IN
OPING COUNTRIES

¢ el‘ .
c°llntr1leve the standards for research in developing

®S should include the following.

Hu
MAN AND ANIMAL RESEARCH

mtl fasiy dy found, for example, that $50 worth 0@
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e Thﬁre should be a rebuttable presumption that
archers from developed countries

duct research in developing countries
be shown that a direct benefit will be b
the residents of that country if the rese
be successful, The person or entities

c
onduct the study must demonstrate that there isa _—

realistic plan, which includes identified funding, t 7——)

frc?vide the neyvly proven inter\j;ngigzn,to the popu-
ation from which the potential pool of research sub-

Jects 1s to })e recruited. In the absence of a realistic
plap and identified funding, the population from
\yhlch the research subjects will be drawn cannot de-
r¥ve benefit from the research. Therefore, the bene-
fits cannot outweigh the risks, because there are, and
will be, no benefits. Only by having committed
funding and a plan to make a successful intervention
available can it be determined that there will be suf-
ficient benefit to justify conducting research on the N
target population. The distribution plan must be re@
alistic. Where the health care infrastructure is so un-
developed that it would be impossible to deliver the
intervention even if it were free, research would be
unjustified in the absence of a plan to improve that
country’s health care delivery capabilities.

Some might argue that this standard is too strict
and that it would reduce the amount of research that
could be conducted in certain countries. The answer,
of course, is that if the benefits of the research are
not made available to the inhabitants of that country,
they have lost nothing by the lack of such research.
Others might argue that research in underdeveloped
countries is justified if it might benefit the individ-
ual research subjects, even if it will not benefit any-
one else in the population. However, research is, by
definition, designed to create genewl-
edge, and is legitimate'in a developing country only
if its purpose is to create generalizable knowledge
that will benefit the citizens of that country. If the. re-
search only has the potential to benefit the limited
number of individuals who participate in the study,
it cannot offer the benefit to the und;rdeveloped
country that legitimizes the use of its citizens as re-
search subjects. It should be emphasized that re-
search whose goal is to prevent oOr treat large
populations is fundamentally public health research,
and public health research makes no sense (and thus

will not con-
unless jt can
estowed upon
arch proves to
proposing to







