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Rights (UN Commission on Human Rights 1996), the U.S. Human Genome
* Project (U.S. Congress 1993), and numerous public-advocacy organization
(Amazanga Institute et al. 1996; Mead 1996; RAFI 1993}. Because 2
statement of the goals and methods of such a project does no: i
cultto determine what concerns are justfied 2nd even ha
- the scientific community might resolve them. Howev G
* understand the sources of the concerns; they flow from the convergence of
 several sets of public experiences that all accenture the risks posed by generic-
variation research.
This suggests an approach for our analysis. Different ki
variation research will engage the concerns expressed by the public in dif
ent ways and to different degrees. Examining each of the DNA-sampling
strategies from the perspectives of the controversies that serve as back-
ground to the current debate should allow us to identify the
most likely ro be raised by different strategies and 1o a

challenges to the design and conduct of human ge
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As science advances, new insights into the methods of science emerge. Ir}
human genetic research, one important insight has been the_recog.mgon o
ethical issues in the design of basic research on human ge varjation. 'In
short, as the scientific community seeks to conduct genetic variation stxfxdn;s
with people from an ever-wider variety of populations, it mcreasxggly aces
the W&%—MMMW%
participate in the research both as individuals and as .representatwef o
rO'I'he research-design questions that this challenge provolfes are not new to
human biology or peculiar to the study of human genetic variation; thcy‘
have been encountered many times in the contexts of human population
genetics, biologic anthropology, and epidemiology. However, as th.e cs;o%i
and depth of genetic variation research expand, the stake_s f9r both indivi z
ual research subjects and the groups that they represent will increase. More-
over, as representatives of groups, the indiv.xdual's who provxdg DN!:;
genetic variation research are playing a role in science that our 1nd1v1'
oriented norms of research ethics are ill equipped to address. It will
increasingly important for new investigators to appreciate the ethlca;" '
that they encounter and to be able to adapt how thf:)r approach such issues
to the cultural circumstances in which they would like to v.vork. The goal
this chapter is to address that need by descril?ing the major lessons o‘
scientific community’s experience with ethical issues and the research-des
considerations that have emerged from them. .
Proposals for human genome diversity research that do not adequ ad
anticipate the issues raised by the proposers’ population focu_s have alreat
proved capable of generating a remarkabk amount.of public controvers)
One prominent call to begin a systematic collection of human gf. etic:

i
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ssen, the habit of assigning people to sociaily defin
it d economic purposes. This habit, of course, I
fic thinking abour human genetics. In scme forms
ism, and nationalism—it is likely o continue o flourish even
f any additional research on human genetic variation. B
f the scientific study of human biclogy shows that w
mterprered to support socially defined categories, it is
uthority to the social policies that the categorization 15 d
Caplan 1994; Rex and Mason 1988). Thar is not the inte

glists involved. Often, scientists sort pzople intc socia
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umanity. Most contemporary propo:
esearch, in fact, use both of those contradictory ratior

ial categories, it becomes difficult for investigat
on that they have participated in perperuating, rathe
ial problems that the categorization creates.

“The danger is illustrated by ari ¢arly episode in human
ts: the 1920-1950 study of genetic variation under!
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ution of human blood types. That research contributed much to our scien-
tific understanding of blood type genetics, but it was framed by many in the
scientific community in terms of the taxonomy of human “races” that was
influential in U.S. and European cultures at the time. The research was
understood by many to provide an objective biological underpinning for the
culture’s prevalent concept of “races” and scientific support for the variety
of discriminatory social policies that had been built on racial classifications

(Marks 1996; Schneider 1996). As the history of blood-group genetics
dies that accept and use socially defined human
substance to those

' d Tend credibility to the policies that they suggest (Barkan -

suggests, scientific stu
taxonomies as biologically based can give inappropriate

‘categories_an

.

Thé Rio de Janeiro Blodiversity Summit and Genetic Exploltation
A second common theme in the international reaction to call
genome-diversity research is concern over potential commercia

. the participating individuals and social groups. The concern is extrapolated
i cal

from the experiences of i eoples with expatriate pharmaceuti

and agricultural research efforts that led to commercially profitable discov:
éries for the sponsors but not for the peoples whose natural resources were
used. The Rio de Janeiro Earth Summit on Biodiversity of 1992 highlighter
international public concern over this trend and the resulting development;
many nations, of public policies governing the ownership and control
their indigenous biologic materials (Friedlander 1996). The coincide:
between the language of biodiversity in these international public-poli
debates and the call for studies of human genome-diversity has riow provoke
public_concern that international efforts to study human gene ic_variatio

s for human

-

might result in an analogous commercial exploitation of human genetio

“resources” (Friedlander 1996]). This concern has been exacerbated re
by international reactions to episodes such as the U.S. government’s att
to patent a cell line from a native of Papua New Guinea {Iaube 157

The Human Genome Project and Genetlc Discrimination X
The third important backdrop to the current discussion of human genot
diversity research is the international Human Genome Project itself.7In
efforts to anticipate and address the ethical implications of its ge
mapping and sequencing work, the Human Genome Project has su
in raising the awareness of both the scientific community and the publ
how personal genetic information can be used by social institutions agal
the interests of individuals and families (Juengst 1994). The Human

Project’s documentation of the Jeterministic and reductionistic interpreias

tions of personal genetic information by health professionals, in
employers, governments, and the public at large has, for example, 2
influenced the rules by which genetic research with individuals and fan

is conducted.

Numerous studies i i i

o solrous 1;::(1&;? which large families and linkage anal
s ey oy ,u;nan genes have been conducted o

Mendatian oo deve ief re.latfv'ely seamlessly our of o
esenrch o and 1cal family-history studies. T}
it : ;:tcizzgsxng successes have resulr

I In genetic family

vertentl){ reveal geneticgcha1r:crf2r‘;:t1y S
consent in the research. Past
opportunistically and dea]
datzf on nonparticipant fa
pedigrees only as they a
required to address such

1. -

ed in ines
' fudl?S because such studies
ics of individuals who have
P SR 1 /
genetic family studies ofren recruited sul
“generi . recruited sub
T "klhh ISsues concerning the record;
e ‘ e recording
ily glernbeis and the publication o
rose (Frankel and Teich 1993; N
ol those e s S;j);m;ms 11n advance to ensure tlha/-“ :;a**' :
718 voluntary and inf , thar
e o K v is ary and informe
aware o full array of possible risks and thar v :
0 1S protected (OPRR 1993) T pmEere
. dTh§ risks associated with « -
Individual and famj j
e ad ztm'uly levels to justify sericus consider;r"M F ok
Riop lif(;d;etlcsbresearchers (Geller er al. 1995. ?—?L“c):'“ ..
o esearc al. 1996; Hudson et al
Howsnmy a0 be even more substantia] ar the leve] of
e nslating the kinds of protections th cal
pted for individuals and famj oh sujers b
atee wocr 24 S and lamily-research subjects into
o pg.-a:iPs mx;ggt require more radical CF""“:SL'F h
racrices of biologi I 25 2nd popisat
fes gic anthropologise
- : pologists an
tha ones that medical genericists had tob"a”e :
Lalic,

S are

enetic discrimination” a

.
populatio
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Inappropriately treating socially defined groups as biolagical lipea
xacerbating existing social problems v the same token, the c:)\*
3 <en, th

sarpples yvith this strategy need nort be organized in rerms of and in
tation with recognized social groups. No identif\rim:c;;f‘e;: toc W

made, so negotiation of terms of participation with ?hc ma}‘;ﬁ‘

the sources of DNA would also be avoided bec x
to the individuals would flow from their pa
1r‘xdividuals would be identifiable through such a
rights and interests of identified indivicual
~ control of sample uses would be obviared.

Covenant on Civil and Political Rights (1976); these documents support the
“equal and inalienable rights of all members of the human family” to choose
for themselves whether and how to contribute to scientific knowledge by
participating in research (Steiner and Alston 1996). :
Those international documents derive the rights that they enumerate from
the “inherent dignity of the human person” (Preamble, ICCPR). Not only
must people’s dignity and welfare be respected, but so must their individual
rights. Thus, Arricle 7 of the International Covenant on Civil and Political

Rights specifically provides that “no one shall be subj i t his free
wﬁd;udmﬁ:xpﬂimm@j’ The requirement to obtain

people’s informed consent to participate in research ensures that they have
enough information about a given project to weigh the benefits and risks
associated with becoming involved in the research before they agree to
participate. It is a recognized principle of research ethics that research involv-.

ing risks should not be conducted on populations who will not be able to.
enefit from the research if it is successful (CIOMS 1993). Consent alone_
f%ﬂ@i&i&bﬂnﬁogulations that will not be able t5 beneht from
_it because such research violates basic principles of social justice and equal-
iy~ Research subjects can make a gift to researchers or humanity, but the,
validity of such a gift in the context of studying genetic diversity, especially -
of isolated populations, is too problematic to provide the sole justification.
for the research. Nonetheless, the most important _ethical question in :
research is always whether the Eem
question and the risk-benefit question are answered favorably is it ethical to
approach human subjects to solicit their participation in research.
~Therefore, it is crucial to have a complete m for revie
before the actual consent form and process for obtaining consent can be
designed and evaluated. For any specific goal-oriented protocol, it should be
possible to anticipate the risks and benefits to the subjects and pursu
informed consent accordingly. For projects that are not able to specify
goals in sufficient detail to quantify risks and benefits reasonably, the worst
case scenario should be assumed: the benefits will be at the lowest anti

pated level, and the risks at the highest. That means that the burden:
proof for any DNA-sampling project that does not have a well-defined

hypothesis will be high. It also underlines the most basic starting point fo
all ethical analyses of genetic-variation reseeWde
is pursued: defining a _l_l_)_f_ggghe,&is_and_deter.mining the benefit of knowin
whether it is true. '

Studies Involving Geographic, Nonpopulation Sampling :

The collection and storage of random samples of human DNA (samplin;
strategy I) that cannot be linked to identifiable persons, geographical areas;
or populations would pose the fewest ethical concerns for genetic-variation
research. The absence of identifiers that could be used to associate specific
genomic variations with specific human populations avoids the risks of:

‘.

P ~ ]
ause no direc: ben

Studies Involving Geographic-Grid-Based Sampiing
Sampling strategy II also avoids the need to 4
considerations discussed earlier in this chaprer. The
cannot be linked to identifizble individuals or populations alicws resea
to avoid the complexity of human-subjec: Dl‘O*;;:iﬂ;S x* socialen
interests that are involved 'T;E‘sfag’e/:\ eguire moce 1o

- However, the extent to which these 1ssues can be av
YQfQ_C_grid\us;_ei Grids whose resolution malke

¢ vidual nations or populations would resuit “ associ
ocation of a DNA sample’s source wirh 4 = icuisr o
social dynamics of the research would then oI
are best illustrated by considering the next sampling
lations are explicitly identifie

14

: tudies involving Population-ldentiﬁcation-Based Sampling
“The ethical challenges of generic-vari
-strategy 11T and are exacerbared with sa;
‘sampling strategies, specific human grou;
-and the subjects assume the role of revre
‘gories that define them might often be artificial fro
view, but social groups are real human e tities with boti
be respected and protected. Two issues of research de

(6w

- - ;

ortant in this i ifyi s 10 | ! and of :
p respegt. 1dent1rymg groups to oe sampled and obraining
group concurrence and involvement., C

Uentifying Populations to Be Sampled
Usmg somgl 1§ient1t1es as the basis for defining po
genetic variation is probably the most controversia
;f genetic-variation research. The reasons are both
t}fotrnf a sqennﬁc perspective, some genetic variarion
z;) ungu'on as demes:- endogamous (interbreedin )
g substandaily reproductively isolated from other p
comparisons and intragroup comparisons ty] -

human populations that furction as demes. Manv
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can satisfy that criterion from small geographically isolated communities to
ethnically heterogeneous (but still largely endogamous) nations such as the
United States. But many cannot, and identifying them for scientific purposes
can be difficult without an adequate understanding of the social and politi-
cal structures of the areas being studied. Some human demes have fewer
internal barriersto gene flow—created by stratification by class, caste, ethnic
group, or clan affiliation—within the population than others. =
" The fact that a group name exists for political purposes can be scientifi-

cally misleading. Centralized authorities, whether concerned with the over-:
all unity of a people or with the dominance of a particular group, can affect.

whgm advice is sought on the composition and identification of |
social groups. Multiple interviews should be conducied v
exclusively on one or two sources. -
Acc.urate identification of population unis for sampling ;
. extensive knowledge of the social, political and linguisric Do
- region to be sampled. Published ethrographic stuodies :
FhlS knowledge, as can anthropologists who work wit
: mforzpation 1s not available, researchers are advised roA stuay
' ation in consultation with local leaders, experss, and o; e res.
 designing the sampling strategy. “

how hrians are grouped despite their biological connections. They can
emphasize the homogeneity of the people that they recognize officially as:
groups. They can discount other claims to “peoplehood” in a country’s:
body politic, or they can foster a particular process of national unification.

or self-interested differentiation in a country on the basis of hopes for the: -

future more than present (or past) circumstances (Dominguez 1986, 1989;:

Gladney 1991; Handler 1988). Surveys of self-identified minority groupsin:

given locales typically reveal greater heterogeneity than that recognized by
central government authorities unless it benefits the central government t

declare that a group of people claiming “peoplehood” is too heterogeneous’

to be considered a group for political purposes. Regional-level, such as state,}

governments might give people the name of the administrative center under;*:

whose jurisdiction they fall. Or people in a region might be referred to:
collectively by a name given to them by people with whom they trade. For!
example, the so-called Nakanai of New Britain were named by the peopl

from the Rabaul area who traded with them; they now refer to themselves:

as Nakanai. In fact, however, the Nakanai comprise several linguisticall
distinct groups of villages with different histories. Individuals identify them:
selves to one another not by cultural or linguistic group names, but b
village and clan, the socially important {and not biologically irrelevant) uni
in their lives. If a sample drawn from an area does not account for languag
groups, village locations and the clans of the DNA sources, the informatior
essential for both intragroup and intergroup comparisons will be lost.

Another challenge in identifying populations for study is that, as the
of the Nakanai illustrates, the socially defined groups that we use to identify:
gusselyes are always internally differentiated. Investigators will have to
decide in advance what level within a given hierarchy of human organization
to use to identify groups relevant to a particular study of human genetic va
ation and by which criteria. Some have suggested that perhaps the fairest and

most revealing approach would be to solicit the advice of local populationss

Group Concurrence and Involvement

Many in the field believe thar it 1S necessary 1o involve ¢} 1] 10

! int . IT1s N ) oy i OCIal Zroun I
in the design and implementarion O‘W
challenges standard research practices i
- process. The first stage, which e wil]

atr two disting
proces: ge, il cail cons
: mv1tat10_n of a potentially participating gro -
approgrxate commmunity representatives in the design
Strategies, collection methods, and reciprocity agreements b

‘sample a particular group-is considered final or im' individ‘"va i
fpr consent. This process could take different forms with ;li;*ere ’
Hons: meeting first with local scientists in one context, with co"n*nw
:;frz‘x another or with lay groups devored to particular genertic dise:

The next Stage of communiry involvemens is o
= 80Up 1O participate in the study that the Arst sia ze of
, -§h1§ fequires activating the process that the gr
£easions. on issues related o their corporate ;
e Process is analogous to the informed «
providing samples, and it requires
by the investigators.
| The concept of community approval is net we
P [ary research policies, but it is similar to some forms o
b .ation already used in some population-leve] ressa
= process he researct dtheg i
e es between the researcher and the group and ¢
MaxKing processes sup conc
I CUup Concy
ecessamly'vary from group to group. Burt o the extent thar the
the potential to affect the social inrerests of

esearch on members of groups or comm
¢ researchers) must develop a protocol for community consulc

R . 5
that will be required 1o achisve o-

& gr
S

to identify level of analysis and the group identifications that would make th Ci

most sense to them. In theory, that approach could be used to protect
autonomy and interests of self-identified human groups and to avoid the't
of distorting labels. However, as the Nakanai example suggests, it is n
always a solution for accurately defining groups. Much will depend on fro

mechanism for community input into how the research is dog]
: . resean esi
search itself will be conducted, and how the resuiiswill
- cor Oup approval has limits.
vIganizatior and the Council for Internar

Sciences updated their Internarion




. . i
388 Commiittee on Human Genetic Diversity, National Research Counci

ideli are
B o bt Word hiedical Associatons
: based on the Nuremberg Code ) e ey anc e
ion of Helsinki (1964), the Universal pec aratio s
I?xzi::ttifr:;l Covenants (1976), articulate specxﬁc requxrementiéi:::hwvil;n
ﬁ\unity consent is obtained as a prerequxsltc.for conducting 2 ‘ndividgh.
C%B%Mﬁmagators must obtain th‘e mformgd conszn%clt ox divic-
:glal rospective subjects (guideline 1). The. mfo;matxop rllee e 0 obraln
inf : d consent must be conveyed by the investigator in angt'lagd o
mk?'rme's capable of understanding, including the resgarch, 1tsd ura the,
e ]e::a{)l ezpected benefits, foreseeable risks, alterqatlve pro;:]e fun‘a::,tha,t
:;Z‘x)lt of zonﬁdentiality, the availability of cﬁompensathnﬁ :lmd t af; ::y hat
articipation is voluntary and that the su_b)ect may witl rlaw.n any e
pa hout penalty (guideline 2). If the investigator has dxfﬁgu ty lb' o
i ouwli)th the prospective subjects “to make prospective su I]CFI? Smed
z::tllgy aware of the implications of participation to give adequately infor

iv j \'J to consent
consent the decision Of each prospecn 15 sub]ect on hether
]

i i i ted commu-
should be elicited through a reliable intermediary such asa trg§ects ommi
nity leader.” However consent is obtained, all prospective subj

N ; that the
clearly informed that their participation 1s entlre.ly. voluntary atl:[i : withou);
are free to refuse to participate or to cease to participate zit aln}; e e
loss of any entitlement (commentary on guideline 8). r:l ?and thus their
women’s rights to self-determination are not recognize Hy be involved in <
mt not possible), “women Sho‘lﬂd ? o;nolnzti'n};tional Ethical
ideline 11 of the In .
research” (commentary on gu ; : ecause it
t(l;"flidelines for Biomedical Research InvolvmgdHumants“l;izgt:g’vshether to
< ; the freedom and power toc 8 A
is likely that they will not have articipas
artici);,)ate. While it is obviously wrong to exclufie w}?men frlzrrg;eﬁt XI:]S
fion in a study that could lead to results from which they cou v

i i iven.
equally important to insist on informed consent that is freely g

inue to’

vidual volunteers who identify them§elves as group n:ePIr};Ssel; ;?1?; -
recruited and enrolled as representatives of the group.1 ontlict s pers
ularly likely to occur in situations in which, for example, exp friace of
grant communities of some socia}l gr01.1p’s location ?eg:; i:mbers o
about participation in research in a dxfff:rent way fr e e vo vequi

| ‘ group who live elsewhere. We think that it too exFrerrfle ;‘znetic 010 1od:
_both group and individual consent to DNA collection for g

i i ationale-

understand both the objections of their commlcinn:}}l1 ang Oti}rxle f—esearc&

1 and, when g :

them as part of the informed consent pflcl)c:aelsss:) hav,e\{o o dotng e

is opp! i nity, wi

s opposed by a specific commu ave coount
lpossible impaLct of doing such research on the likelihood that oth

jati in the futw
nities will cooperate with other genetic variation researchers tw

reasonably promise to protect the confidentiality of
group if group identification is integral to the point
~ should not attempt to do so. Howes
and families is collected, a promise of confidentia v i
and honor. Steps must be taken to ensure that othes g
of the information derived from the sam
identifiable individual. That is a b
it requires strict data management, ov
and disclosing data, rules regarding redisclosure and Bach.
monitoring. It is especially Important to in 3
unauthorized access to individual

Human Rights and Human Genetic Variation Resea

Individually 1dentified DNA sampling

Any sampling strategy thar collecrs enough phenotypic,
other ethnographic data ro identify individual human source
the potential to put individual subjects and families a
intrafamilial disruption, stigmartization and discrimination {Tu
That reinforces the need 1o have both |
actively in the consent process and gives them rights and inrerests |
ling the use of their DNA samples and results that should overrid

of their communities or groups. Conse

DR,
FISK

quently, agreements re

garding the
research to be conducted on individually identified and populaiion-repre
sentative samples should be negotiatd at three levels: community, fa
individual, At each successive level, potential research IDAnts

afforded the right to decline or further
study, within the limits of the agreements es
they represent. The potential for individual and f
other implications that are not as IMportant in oths
First, adequate confidentiality protections mus
simply collect group-identification datz abour ¢

I sampiing straregies.
d

hei
Iotst

idiv

‘er, when informar

p.¢ il the sample

<in cont in all oamert
asic COR\.@}JL iall ger

. Ja s Fpe - e
Crsight of gata stor age,

STITUTE Measures that w

i communi
Current international policy does not adc}ress fvyh;t‘l:i;ru :1 membexsfuyi
should be able to veto the voluntary participation of indiv el e
legitimate research. If the group has decided not to participaté, ,

protect individual research participa
nation. That will require a continui
breaches of confidentiality and to perms

cal conduct of such research wili be im
that cannot be linked to identifiable indj
Second, studies that collect individual

S
ollected samples. In initial consulrations with the
ampled, investigators should agree on whar infor I
Vl\du_g‘j_Q“ families who are found :
specific_illnesses or a genetic predisposition
ases of medically relevant generic findings, arra

i =ir participant
search. Nonetheless, researchers will have to make sure that their p

ensive prorceol for the genertic screening and
cluding mechanisms for dealing with £a2

ly identifiable genetic inform

aTion, 50 as o

nts from stigmatizas

ng monitoring mechanism

permit appropriate action o &

ainst those who participate in such breaches. T
P

reaches of confidentiality and invasion of pri

y iaentifiabls

echanisms for follow-up about the results of the

mation and 1

{0 spe

rangem

Tndings,
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ive-risk implications
nity, ambiguous or uncertain results, and the reproductive-risk imp
b4 .
of the information collected.

The eao t of continuing involvement in the research by the groui ::Trg.
= be addressed. This includes whether groups or group spo p1
SamPHﬂbluﬁt la:/ed in m(;nitoring the research conducted on DNA sampl:
Sons “?" etggfr) eople, in granting permission for new uses of thcsle Sanflfom
't? lt(li: 1a;(;:anidentigable, i’n determinin% whether the group car;l wx; enza;iv; .

the ret h and in determining how to share financial or other el
thc\;st;a;cDIer databank research resource, the responsxbxile ofstt’.i geactzgrs -

: : 1 ed by external inve

e ally crong, Sms(i:rlrtlzrsl:gﬁzrgl; iflolillg:: tthat ayid the collection n‘managir;
'espe::;igz::irr?;%ileysocial consequences of particular research findings ies
b I i to pre ‘ .
e pu'bhc:xggat h:r%;o:fgc‘tr:‘;gszissume the role of the genetic ccziu?(;
Theaﬂecl?onartici gating groups, and administrators must be prepatr_ztent
Zﬁiifoﬁ?t;cergsults gf the testing in a responsible manner. To be const

i ientific ications should
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with the subject groups in advance of research, to make the
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How to Proceed From
Concept to Action

The field of health and human rights was developed in the context of advo-

cacy and action. If the field is to flourish, it must continue ro o
not only the conceptual framework of the health and humzn rich
but also with their practical and effective application to the real
final section is devoted to such advocacy and action.

The first chaprer, “Common Strategies for Health and H
Moving from Theory to Pracrice,” by Stephen Marks, cox:
Second International Conference on Health and Human Righs. o
the five major partners working for health and human rights: health prof
sionals and the human rights community, pubiic institusions,
mental organizations, intergovernmental organizations, and
citizen. Ways must be found for these partners to work together.
tifies points of entry for a common strategy that includes th
process, norm-setting environments, service delivery areas, th
arena, and the education system. Finally, Marks focuses on
funding strategies 1o bring these transformative strategies into rea

The Marks® chapter is followed by chaprers that focus on the work of
health and human rights nongoveramental organizations (NGOQOs

o

T TN e

{ The first
of these chapters describes Physicians for Human Rights. This i
- mobilizes health professionals to work toward human 1i
: include investigation and documentation of human rights al
- assistance, legislative action, advocacy education and training. While much
- of the work of Physicians for Human Rights has been reactive :
chapter also considers ways for the organization to protect and promor
= health and human rights before the abuses occur.
The chapter by Renée Fox focuses on the link berween :
“tarianism and human rights actions within the contexs
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