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288 CHAPTER 4

benefit). This would be analogous to familiar conﬁflﬁ
of subjects receiving continued access to treatme
ter their participation in a trial is completed. -
' able effort to 1
I certainly support every reason -]
crease access to treatments which will reduce vert{c :
transmission. But imposing the types of community :
wide requirements that have been sugg€§tt3_d, but no
necessarily justified if the above analysis is correct,
may prevent important trials from being run because
of the potential expense. Such proposals should be
treated as moral aspirations, and exploitation should
be avoided by focusing on what is owed to the sub-
jects who have participated in the trials. Itis they, af-
ter all, who are primarily at risk for being exploited.
These observations are about research in devel-
oping countries in general, and not just about research
on vertical transmission. Three lessons have emerged.
The standard for when a placebo control group is
justified is a normative standard (what they should
have received if they were not in the trial) rather than
a descriptive standard (what they would have re-
ceived if they were not in the trial). Coercion is not
a serious concern in trials simply because attractive
offers are made to the subjects. Legitimate concerns
about exploiting subjects should be addressed by en-
suring their future treatment, rather than by asking
what will happen in their community at large.
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! orporates
Vestigators and the local popula-

duri
Ting h. Extending
al, the benefits

health services
mployment, and development of a

Vouding exploitation include

Collaborative, multinational clinical research, espe-
cially between developed and developing countries,
has been the subject of controversy. Much of this at-
ention has focused on the standard of care used in
randomized trials. Much less discussed, but proba-
bly more important in terms of its impact on health,
is the claim that, in order to avoid exploitation, in-
terventions proven safe and effective through re-
search in developing countries should be made
“reasonably available” in those countries.!*?

This claim was first emphasized by the Council
for International Organizations of Medical Sciences:
“As a general rule, the sponsoring agency should
igree in advance of the research that any product
developed through such research will be made rea-
sonably available to the inhabitants of the host com-
Munity or country at the completion of successful
testing.”! The reasonable availability requirement
has.received broad support, with disagreement fo-
zﬁzmlg Ontwo elements. First, how strong or explicit
Cin: g the COmn}lt_IQCn.t to provide the drug or vac-
Omee at the initiation of the research s_tudy?

Suggest that advanced discussions without
“Suranceg are sufficient, while others require ad-

Vanc * . . . .
e.guérantees that include identifiable funding
IStrlbution net

Mmygg works.?® Second, to whom
Shouliihe drugs and vaccines be made available?

the COommitment extend only to the par-

ticipant. : .
Pants ip the study, the community from which

FI’()m .
SCIen o s
fiom g 28 (2002), pp. 2133-2134, Reprinted with permission
AAs, E

participants have been recruited, the entire country,

or the region of the world? Although these dis-

agreements have ethical and practical implications,
there is a ble

availability is necessary_or the best wav_to avoid
exploitation in developing countries’

What constitutes exploitation? A exploits B
when B receives an unfair level of benefits as a re-
sult of B’s interactions with A.® The fairness of the
benefits B receives depends on the burdens that B
bears as a result of the interaction, and the benefits
that A and others receive as a result of B’s participa-
tion. Fairness is the crucial aspect, not equality of
benefits. Although being vulnerable may increase
the chances for exploitation, it is neither necessary
nor sufficient for exploitation.

The potential for clinical research to exploit
populations is not a major concern in developed
countries since there are processes, albeit haphaz-
ard and imperfect, for ensuring that interventions
proven effective are introduced into the health-
care system and benefit the general population,” In
contrast, target populations in developing coun-
tries often lack access to regular health care, polit-
ical power, and an understanding of research. Theﬂy
I’ﬂa;L_b_Q;Q_(_p_O_SQd to the risks of research, while ac-
cess to the henefits of new, effective drugs and
vaccines goes predominantly to people in.devel—
oped countries and the profits go t\o}he blophflf'
maceutical industry. This situation fails to prowde‘
fair benefits and thus constitutes the paradigm of
exploitation,'2>&1%!!
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tanay = tllxp many cases. First, anq most 1‘mp_or-
i abo’ut the ical concern embeddec{ in exp-lo1tat103

O the: 4 € amount or l.evel of benefits recel'vedla.n
_ ype of benefits.® Reasonable availability
fails to ensure a fair share of benefits; for instance, it
may provide for too little benefit when risks are high
or benefits to-the sponsors, great. Moreover, _it ap-
p__lle§ 0“@9 phase I researchthat leads to an ef-
fective intervention; it is inapplicable to phase ] and I1
and unsuccessful phase III studies.' Consequently,
reasonable availability fails to protect against the
potential of exploitation in a great deal of research
conducted in developing countries. Furthermore,
reasonable availability embodies a narrow concept
of benefits. It does not consider other potential ben-

efits of research in developing countries, includin
training of health-care or researc con-
Str_lJC_tion of health-care facilities and other physical
infrastructure, and provision of ublic health meas-
ures an;_i health services beyond Mﬂﬂ as
part of the research trial. Finally, insisting on rea-
sonable availability precludes the community’s de-

ciding which benefits it prefers. -
Reasonable availability should not be imposed
as an absolute ethical requirement for research in
developing countries without affirmation by the
.countries themselves. The authors,”> who are from
/ developed countries and African developing coun-
' tries, have proposed an alternative to reasonable
availability to avoid ex loitation in developing
countrié Fair refifs. This framework would
supplemenf the usual conditions for ethical conduct
of research trials, such as independent review by an
institutional review board or research ethics com-

idual informed consent. In particu-
ies on three widely accepted
cthical conditions. (First, the research must address
a health problem of the developing country popula-

tion, although, as with HIV/AIDS, it could also
be relevant to other populations.” '@«, fhes

research objectives, not vulnerability ofthe popu-
]ation, must provide a strong justification for
conducting the research in this POP_UlaFion- For in-
stance, the population may ha.vc a high 1r.10i.dence of
the disease peing studied or high transmission rates

g hes a N
A (A A7 O\
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mittee and indiv
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of infection necessary to evaluate a Vaccine 1=
the research must pose few risks to the part : m&
or the benefits (O them clearly must OUtweCilp}?mS,
gh ¢

risks.” .
The Fair Benefits framework requireg

e following three additional fyp, Satisfy,.

tion of th da
principles to protect developing Commllnitiezn;ntal
exploitation. Tom

Fair benefits. In assessing whether studids 3
fair level of benefits, the population could COns_er
benefits from both the conduct and resyltg oflder
search. Among potential benefits to research par;e‘
ipants are additional diagnostic tests, diStribUtionl;;
medications and vaccinations, and emergency ey,
uation services. Research might also provide cojy;.
eral health services to members of the population n
enrolled in the research, such as determining diseage
prevalence and drug resistance patterns, or provig.
ing interventions such as antibiotics for respiratory
infections or the digging of boreholes for clean wa-
ter. Conducting research usually entails the benefits
of employment and enhanced economic activity for
the population as well.

Reasonable availability of a safe and effective
intervention may provide an important benefit for
the population after the completion of some re-
search trials. Alternatively, other postresearch bene-
fits might include capacity development, such as
enhancing health-care or research facilities, pro-
viding critical equipment, other physical infra-
structure such as roads or vehicles, training of
health-care and research staff, and training of indi-

viduals in research ethics. Furthermore, any single

research trial could be an isolated endeavor }(:_rfO}m

part of a long-term collaboration between the poP”
ulation and the researchers. Long-term collabor

tion embodies engagement with and a commitm'erlt
to the population; it can also provide the population
with long-term training, employment, investmen’
and additional research on other health issu¢s: Fi-
nally, profits from direct sales of proven interver”
tions or from intellectual property rights ¢a0 be
shared with the developing country. It is not ne?es
sary to provide each of these benefits: the eth!
imperative is for a fair level of benefits ovel
not an equal level.

\ A

a
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cans that researchersimust engage the Popula-

jeveloping, evaluat ng, and benefiting from
- arch. Curreqtly, there is no s.ha.red, interna-
qle andard of fairness. In part this is because of
ond! g conceptions of ihternational distributive
Fon,fllc 1415 Ultimately, the détermination of whethey
Juztlgel']eﬁts are fair and w_orth the risks cannot be
od to people outside the population, no
qatter HOV well int;lantioned. They may be ill-
mformed about the. ealth, SOClal,.and economic
ontext and are unlikely to.apprec1ate the impor-
ance of the proposed ben.eflts to the host commu-
qity. The relevant populatl_on for the Fair Benefits
framework is the community that is involved with
ihe researchers, bears the burdens of the research,
and would be the potential victims of exploitation.
There is NO justification for including an entire re-
gion or every citizen of a country in the distribution
of benefits and decision-making, unless the whole re-
gion or country is involved in the research study. To
avoid exploitation, it is the village, tribe, neighbor-
hood, or province whose members are approached for
enrollment, whose health-care personnel are recruited
to staff the research teams, whose physical facilities
and social networks are utilized to conduct the study
who must receive the benefits from research and de-
termine what constitutes a fair level of benefits.

The population’s decision about whether re-
search is worthwhile and fair must be free and unco-
erced.'® Practically, this means that a decision not to
participate in the proposed research is a realistic al-
temative. Deciding if a population can really refuse
Vill not be easy. Nonetheless, proceeding with are-
search trial requires that the population in which it i
0 be conducted genuinely supports it.

c()lla
ship ™
o !

entrust

Transpare“CY- The lack of an international stan-
% for faimess and the disparity in bargaining
Szz er. between populations and researchers in de-
l‘Onf) lgg countries and sponsors and researche;s
Presen eveloped countries means that even in the
" m;e of collaborative partnership, the C-omr;‘l;_
a et agree to an unfair level of benefits. 10€
! Benefits framework can be used to catalog the
Seﬂ?clh()f be.neﬁts that are provided in Qifferent re-
Studies (see Table, this page)- Al independent

w
cative partnership. Collaborative partner. L RESEARCH [¢u (afyh

fen e d

k(S{CuV‘(/L\

body, such
) as the :
establish g ooy World Health Organization, could

tr ’
of all the f, al and publicly accessible repository

) 'mal and ip
PIEVIOUS studies, Thjg refonnal benefit agreements of

?OHS, Tesearchers, and otﬁzztforym\:l?um S~
ransparent conn . e independent and
provided i, ar['p ns Qf the level of the benefits

o furi)h lC}llaF §tud1es to ensure their fairness.
should develoer acilitate transparency, this body
fhot P a program of community consultations
o Othlve.ly 1nf0rms: the communities, researchers,
ey €rs in developmg countries likely to participate
earch about previously negotiated agreements.
These consultations would also provide forums in

The Fair Benefits Framework*

Fair Benefits

Benefits to Participants During the Research

Improvements to health and health care
Collateral health services unnecessary for research study

Benefits to 'Population During the Research

Collateral health services unnecessary for research study
Public health measures
Employment and economic activity

Benefits to Population After the Research

Reasonable availability of effective intervention
Research and medical care capacity development
Public health measures

Long-term research collaboration

Sharing of financial rewards from reseach results

Collaborative Partnership

Community involvement at all stages .
e . . N
Free, uncoerced decision-making by population bearing

the burdens of the research

Transparency

Central, publicly accessible repository of benetits

agreements .
Process of community consultations

*]t is not necessary {0 provide each benefit.
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which all interested parties could deliberate on the

fairness of the agreements. Over time, such a central

repository and the community consultations would

generate a collection of critically evaluated benefits

agreements that would become a kind of “case law

generating shared standards of fair benefits.
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ANIMAL RESEARCH

THE CASE FOR THE USE OF ANIMALS IN BIOMEDICAL RESEARCH
Carl Cohen

Identifying himself as a speciesist, Cohen defends the extensive use of animals in
biomedical research. Against the “animal rights” view, he contends that animals are
incapable of moral agency and therefore lack moral rights. Against Peter Singer’s
view, which extends to animals the principle of equal consideration of interests, he
maintains that animals’ interests are not due equal consideration because animals
lack the moral standing of humans; speciesism is therefore not analogous to racism
and sexism. Indeed, Cohen argues, we have an obligation to expand animal research
both to protect potential human subjects and to benefit future patients with advances
in biomedici‘ne. In his view, our obligations toward animals (e.g., not to be cruel to
them) are minimal and do not compare in importance with our obligations to beings

who have rights—namely, human beings.
—/

first, because it wrongly violates the rights of an”
mals,' and second, because it wrongly imp oges .
sentient creatures much avoidable suffering: Ner
ther of these arguments is sound. The first relics o

: clies
a mustaken understanding of rights; the second rel

Using animals as research subjects in medica]
investigations is widely condemned on two grounds:

Reprinted by permission of the publisher from The New England Journaj
of Medicine, vol. 315 (October 2, 1986), pp. 865-870. Copyright © 1986
Massachusetts Medical Society. All rights reserved.



