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The intentof theethicalguidelines and regulations,developedover time, thatgovern researchon
human subjects is toensure thatresearchparticipantsarewell-informedvolunteers,protectedfrom
harm,ensuredpotential benefit,and enrolled in an egalitarianfashion.This study discusses ethical
issues that researchersand programplanners grapplewith in theareaof sexual and reproductive
health.We illustratethedilemmasthatarise in theapplicationof theethicalprinciples,how theyhave
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The ethical guidelines and regulations that govern re
search on human subjects have evolved during the past
six decades, notably in response to lapses that have oc
curred. Today, the three principles of respect for indi
viduals, beneficence, and justice arewidely accepted and
guide most research endeavors. Current research guide
lines have been developed to ensure thatparticipants are
well-informed volunteers, protected from harm, guar
anteed potential benefit, and enrolled in projects in an
egalitarianmanner.
The ethical issues that researchers and program plan
ners grapple with in the area of sexual and reproductive
health are discussed here, illustratedwith examples of the
dilemmas that arise in the application of the ethical prin
ciples, how they have been addressed, lessons that have
been learned, and challenges that remain. The examples
are drawn from research contexts and service-delivery
situations.
Researchers are required to address questions that
concern the nature and value to society of a proposed
study, the development of a rigorous design, the recruit
ment of participants, and the implementation of the re
search. Some types of research can yield valuable infor
mation but may be difficult to implement because they
address sensitive issues. Such sensitive topics include
sexual violence and domestic abuse in some settings and
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induced abortion in others. The sensitivity of an issue
depends on its cultural, social, economic, legal, and po
litical context.
The feasibility of conducting the research and the
ramifications thereof are considerations that researchers
must take into account. A study that cannot produce sci
entifically valid results isnot worth undertaking. The de
sign of a study is as important as the issue being studied.
Researchers usually discard findings of doubtful quality
because little knowledge of value is produced. Some
times research findings continue to be used even though
the research study violated all ethical and humane stan
dards. For example, the Nazi experiments conducted
on concentration camp prisoners atDachau in the early
1940swere blatantly inhumane, but decades after the Sec
ondWorld War these experiments continued to be cited
(Berger 1990). Some ethicists have argued that the find
ings continue to be cited largely because researchers are
unaware of the poor quality of the science (Angell 1997;
Berger 1990). In addition to being barbaric, these experi
ments were poorly designed and haphazardly conducted,
yielding results of little or no scientific value.
Another set of issues revolves around the recruit
ment of research participants, especially from vulnerable
populations. Participants can be at risk of harm on many
counts andmay not be able tomake well-considered de
cisions about their participation. Women in patriarchal
societies may have limited personal autonomy; children
and adolescents may lack thematurity tomake thought
ful decisions; andmen who have sexwith men may be so
socially marginalized that they prefer to be unseen and
unheard. Researchers are required to consider whether
to include individuals from such vulnerable populations
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and, if they choose to do so,must take care in approach
ing them and consider how to protect them from harm.
Related concerns include how to guarantee that people's
participation is voluntary (uncoerced by force or incen
tives) and how to ensure that their consent is informed.
The implementation of the research, especially data
collection, is a key phase of the process that can have
ethical overtones. Some data-collection procedures may
be inconvenient but otherwise benign, as in longitudinal
studies that track respondents over time, requiringmul
tiple interactions with the research team. Other proce
dures may be not only inconvenient but also invasive or
uncomfortable, for example, the collection of biological
samples. Such sample collection may involve testing for
infections and conditions such as sexually transmitted
infections (STIs), including HIV, that are socially stigma
tizing.Other issues include themechanism of conveying
test results to the respondent in a discreet and thoughtful
manner and obtaining appropriate referrals or informa
tion formanagement options in the event that a test result
requiresmedical follow-up.
Often the research context can call attention to the
roles and responsibilities of researchers. Studies of the
functioning of health services typically employ inde
pendent and neutral observers to gauge the level of care
provided by nursing staff. Situations may arise, howev
er, that require the researcher to intervene, for example,
when appropriate medical attention is not provided or
when factually inaccurate and potentially damaging in
formation is presented. In such situations, the researcher
must plan in advance when to intervene and what spe
cific actions to take.
The research protocol is the document prepared be
fore the study commences thatdescribes to an institution
al review board (IRB) the steps in the research process.
The protocol presents the rationale for the study, includ
ing its anticipated results, the study design, and itspoten
tial benefits and harms. The protocol lays out explicitly
the criteria for including or excluding study participants;
the recruitment mechanism; payment to participants, if
any; and the informed-consent procedure. It provides
guidelines for data collection and the arrangements that
the researcher has made to ensure that participants are
not unduly stressed by the data-collection procedure. The
protocol binds the researcher to conduct the research as
documented.
Policy and program planners, managers, and service
providers grapplewith a different set of ethical questions.
These may range from the design of a package of servic
es intended to promote good health and uphold human
rights to theorganization and delivery of services intend
ed to ensure equitable access for potential beneficiaries.
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Policies that impinge on individuals' choice, repro
ductive decisionmaking, or behavior can be restrictive
and coercive. Health activists and human rights advo
cates have long deplored policies that favor a demo
graphic orientation over an individual rights one, and
their efforts ushered in a new paradigm at the Interna
tional Conference on Population and Development held
inCairo in 1994 (Haberland andMeasham 2002). Regu
larly cited examples of coercive policies include those
that have been practiced in India and China. The setting
of contraceptive targets by the Indian family planning
program was harsh for both health workers and clients;
the formerwere required to urge unwilling individuals
to adopt specific contraceptives. The one-child policy
adopted by the Chinese government is frequently sin
gled out as coercive because it severely curtails repro
ductive choice.
Another issue fraughtwith ethical ramifications is the
range of reproductive health services. Seemingly simple,
this can become an explosive and divisive issue. A good
example is the provision of abortion services. Provision of
abortion isgenerally dictated by the restrictiveness or the
liberality of the policy in place. From a public health per
spective,

provision

can reduce maternal

of safe abortions

mortality significantly by eliminating poorly performed
abortions,

a leading

cause

of maternal

death.

and

Legal

social contexts define the parameters within which spe
cific services are offered, however.
An allied set of issues revolves around the organiza
tion of services on offer.Most health services can be of
fered

in more

than one way.

For example,

they may

be

provided in a health-care facility or by outreach, stand
alone, or integrated sources, and theymay be provided
for a fee or free of charge.
siderations
example

In some

are at the forefront
is the concern

as towhether

ethical

con

provision.

An

instances,

of service

HIV-serostatus

tests

in countries with high HIV prevalence should be part of
routine services or be provided only to those who spe
cifically request them. In settings where the use of health
services

is low, program

testing should

managers

be routine

might

so that clients

argue

can obtain

that HIV
a range

of different services on the same visit. Furthermore, rou
tine HIV

testing may

be promoted

on the grounds

that it

destigmatizes the testing process and provides itwith so
cial legitimacy. The alternative position is that individu
als should

be enabled

tomake

their own decisions

about

when and where to seek health care.
Matters of serving individuals with reproductive
health-care services and granting them access are ethical
concerns as well. Many reproductive health programs
around theworld have been faulted for not serving spe
cific subgroups such as adolescents and young people,

unmarried individuals, andmen. Health programs have
begun to provide services for underserved populations,
but some are facing dilemmas. Providing reproductive
health services for young people, especially the unmar
ried, can be challenging in some social and cultural set
tings. For example, providing unmarried adolescents
with family planning or abortion services is sometimes
construed as giving them tacit approval for sexual activ
ity or even encouraging the young to engage in socially
inappropriate behaviors. In such situations, service pro
viders have frequently responded by offering informa
tion and educational messages and opening culturally
appropriate youth-friendly facilities.
We have discussed above the range and nature of
issues that researchers and program managers address
while conducting theirwork. The challenges of theirwork
are compounded when research and service delivery oc
cur simultaneously, as they do when medical providers
seek tobetter understand physiological reactions, identify
optimum therapies, and test new treatment options.

A Brief History of Ethical Principles
The development of ethical guidelines and regulations
governing research on human subjects has been shaped
by history. The first set of international guidelines, the
Nuremberg Code (1949),was developed in response to
the egregious experiments conducted by the Nazis on
concentration camp prisoners duringWorld War II.The
Nuremberg Code sought to protect research participants
by ensuring that theywere informed and had consent
ed to participate voluntarily. Other instances of ethical
violations were recorded in other settings as well. In the
United States, poor African-American men inTuskegee,
Alabama, suffering from syphilis were left untreated so
as to study
aware

the course

These men were

of the disease.

of their research

status

and

remained

un

untreated

even after penicillin was widely available. The Tuskegee
study began
fore it was

in 1932 and continued
stopped

in 1972. This

for four decades
and other

poorly

be
con

ceived research-including theWillowbrook State School
hepatitis study (Staten Island, NY, 1963-66) in which
retarded children were infected with hepatitis, and the
Jewish Chronic Disease Hospital study (New York City,
1963) inwhich chronically ill patients were injected un
wittingly with live cancer cells-led to federal reform
and the creation of theNational Commission for the Pro
tection ofHuman Subjects of Biomedical and Behavioral
Research (NCPHSBBR) in theUnited States (Vanderpool
1996a). The National Commission drafted the guidelines
that have become known as theBelmont Report, which

articulated the principles of respect, beneficence, and jus
tice in conducting research (NCPHSBBR 1979).
Internationally, significant guidelines have been is
sued as theDeclaration ofHelsinki by theWorld Medical
Association (WMA 1964) and by theCouncil for Interna
tionalOrganizations ofMedical Sciences (CIOMS)/World
Health Organization (CIOMS 1993). The Declaration of
Helsinki has undergone several revisions; the latestwas
produced in 2000.The CIOMS /WHO guidelines were de
signed foruse in developing countries. Both theHelsinki
and CIOMS WHO
guidelines are in general accordance
/
with theBelmont Report but have different points of em
phasis. TheHelsinki guidelines focus onwritten informed
consent and obtaining consent fromminors, whereas the
CIOMS /WHO guidelines emphasize research conducted
in developing countrieswith partners from technological
ly developed countries.Other regulations for the conduct
of research also exist, including the European Union's
clinical trials directive (Hemminki 2005).
These guidelines have been developed in response
to specific abuses and lapses in the observance of ac
cepted principles. Despite the good intentions of prin
cipal investigators, weak research hypotheses and poor
designs have led tomisleading findings with ethical im
plications for those participating in the research. Poorly
implemented studies that fail to build community sup
port or to address issues of local relevance, thatmonitor
research conduct inadequately, or that fail to protect the
confidentiality and anonymity of respondents create ethi
cal problems with ramifications for researchparticipants,
sponsors, and key stakeholders.
Research is no longer only the purview of research
ers, research institutions, ethical review boards, regulat
ing agencies, donors, and sponsors.Over time a variety of
civil society actors have become engaged with reproduc
tive health research and its outcomes, including health
activists and potential beneficiaries. Their interactions
have informed and shaped the questions addressed and
theboundaries of the researchprocess. Their involvement
has also led to amore

transparent

research

process

with

greater consensus concerning thepurpose of research, the
way it is conducted, and the anticipated findings.
A good illustration of the type and level of current
research debate is provided by the discussion of the
clinical trials of the drug AZT to reducemother-to-child
transmission of HIV in developing countries.'At the time
the clinical trialswere being conducted, an alternate regi
men of AZT called 076 had been found to be effective in
developed countries; this regimen was found to reduce
vertical transmission of HIV by 60 percent. Nevertheless,
itwas expensive and required intense and systematic
inputs from the health system.2 Pregnant women had
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to undergo HIV testing and receive counseling early in
pregnancy, adhere to a lengthy pill regimen, and refrain
from breastfeeding. Furthermore, the health system had
to have the capacity to administer AZT during labor and
delivery and to provide systematic and early antenatal
care (seeWood et al. 2002). The high cost of the drug and
the inputs required from the health system were found
tobe prohibitive for developing countries. For these rea
sons, researchersundertook placebo-controlled studies of
a less-expensive and shorter course of AZT that could be
used in such settings. This approach became the center of
a debate, however, between researcherswho objected to
the use of a control when an effective therapywas avail
able and others who believed that the effective therapy
was not a realistic option in developing countries (Angell
1997; Lurie and Wolfe 1997;Varmus and Satcher 1997;
Bayer 2000).

Respect for Persons: Informed Consent and
Informed Choice
According to theBelmont Report, "individuals should be
treated as autonomous agents," and "personswith dimin
ished autonomy are entitled to protection" (NCPHSBBR
1979). These principles serve as the foundation for in
formed consent as codified in numerous international
guidelines and regulations concerning the protection of
human research subjects.
Informed consent in research ismandated andmoni
tored by federal and international agencies according to
statutes and regulations based on specific ethical codes,
such as theDeclaration ofHelsinki and CIOMS. Informed
consent in daily medical practice, however, has no such
controls and guidelines. In theUnited States, informed
consent practices and procedures vary from state to state
and among professional institutions (Grant 1992). Al
though based on the same underlying principle-respect
consent in clinical practice has
for persons-informed
evolved primarily through case law (delCarmen and Joffe
2005). In theUnited States, inparticular, informed consent
formedical

treatment

is often seen as ameans

of legal pro

tection from the accusation ofmalpractice (Dennis 1999).
The Belmont Report describes "research" as any ac
tivity designed to develop or add knowledge that can
be corroborated by accepted scientific observation or
inference. By contrast, "practice" involves activities de
signed to enhance thewell-being of an individual patient
through diagnosis, preventive treatment, or therapy
(NCPHSBBR 1979). Despite the differences between re
search and practice, the issues in implementing a good
informed-consent process are similar inboth contexts.
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Informed consent is often understood to be a mo
ment in time inwhich a patient agrees to a procedure and
a signature is obtained on a form (Macklin 1999). Prac
titioners often talk about "getting consent" as though it
were a one-time event on a checklist that stands in the
way of conducting a procedure or enrolling an individ
ual in a study. In recent years, however, the discourse
on informed consent, particularly in the reproductive
health field, has evolved to consider it to be a process
involving ongoing communication between provider
and patient (Wood et al. 2002). This process-oriented
approach highlights three distinct aspects of informed
consent: disclosure, or provision of information by the
researcher or service provider to the study participant,
client, or patient; the participant's, patient's, or client's
comprehension of the information; and his or her volun
tary decisionmaking.
Disclosure is often the issue that providers focus on
because it is largelywithin their control. Regulations and
guidelines from regulatory authorities and other national
or international groups with research oversight, such as
theUnited States Food and Drug Administration, man
date specific items thatmust be contained in informed
consent forms in research. These include the purpose of
the study, a description of the procedures or interven
tion to be undertaken, the potential risks and benefits
of study participation, an assurance of confidentiality,
and the right to refuse orwithdraw from the study (ICH
1996;OFR 2002).Yet within these guidelines, tremendous
variability is found among researchers and institutions in
terms of the amount of information provided and the lan
guage used. Each researcher is responsible fordeveloping
a consent form that includes enough information about
a study

or procedure

to enable

a potential

participant

to

make a decision, but not somuch as to be overwhelming
or as to make

an informed

choice more

difficult

(Mack

lin 1999).
Comprehension of the information is critical for an
individual tomake an informed decision. Yet, who is re
sponsible for ensuring that a participant understands the
information? Is itenough for a practitioner to askwhether
the person has understood andwhether she or he has any
questions,
person

or does an obligation

has grasped

exist to ascertain

the information

that the

and that she or he is

competent tomake a decision? Although guidelines em
phasize that the investigator is responsible for providing
the information in away that isunderstandable to the po
tential study participants, no specific guidelines explain
how investigators should ensure participant comprehen
sion (McGrory et al. 2006).
Voluntary choice about joining a study or accepting
a prescribed treatment can occur once information has

been provided by the practitioner and comprehended by
theparticipant. Even if the required information has been
fully disclosed and the individual understands the proce
dure and its risks and benefits, numerous external factors
may, nevertheless, compromise the voluntary nature of
the decision (McGrory et al. 2006).
One critical factor thatmay diminish autonomy is the
power differential between the provider and the poten
tial participant. Even in industrialized societies, where
individuals may be more involved or have a greater say
in their own health care,many may value a physician's
opinion above their own (del Carmen and Joffe 2005). A
person, even ifhesitant about abdicating autonomy and
decisionmaking power, might be inclined to agree to a
procedure if she or he perceives that a physician advo
cates it.Often in research, the physician conducting a
study also provides routine care. Patients may feel pres
sure to join a study in order to please their physician/
provider or because they fear that choosing not to partici
pate will result in poorer care (Macklin 1999).Moreover,
providers are often motivated by external factors that
may lead them to take a cavalier attitude to the informed
consent process.
In addition to thepower imbalancebetween provider
and potential participant, other external factorsmay af
fect the decisionmaking process. Inmany settings, par
ticularly in the developing world, individual choice is an
unfamiliar concept.Women are not seen as autonomous
agents inmany countries; theymust consult with or even
gain permission from theirhusbands, from other family
members, or even from the community at large before
making a decision about their own reproductive health.
Other populations, such as children and refugees, do not
have the power to exercise theirown choices (Wood et al.
2002). Similarly, in highly traditional cultures, the rights
or ability of individuals tomake decisions, independent
of their age, sex, or vulnerability, is often considered sub
ordinate to the greater social good, creating conceptual
barriers to the implementation of international recom
mendations for informed choice and consent. The distinc
tion between permission or assent to allow researchers to
conduct interviews in a community or to allow a health
service to be provided in the locale, and informed con
sent,which can be provided only by researchparticipants
or clients, is a useful one for addressing this challenge. It
does not eliminate, however, the fundamental basis of
the rights perspective in the ethical conduct of research
or service. Just as the rights of individuals cannot be sub
ordinated for the benefit of science, so, too, the rights of
individuals toparticipate or not in research should not be
subordinated to the other interests of societies and their
opinion leaders.

Applications

inResearch

With the recent launch of several large-scale clinical trials
to assess the efficacy of potential vaginal microbicides to
prevent sexual transmission of HIV, a number of efforts
have been made to improve the informed-consent process
(McGroryet al. 2006). In an effort to improve comprehen
sion and voluntary participation in a Phase 3 efficacy trial
of the candidate microbicide Carraguard?, researchers at
the Population Council and their colleagues in South Af
ricadeveloped an educational video as part of a compre
hensive approach to the informed-consent process that
also included a study booklet and the informed consent
form (de Kock et al. 2005). Based on the formative re
search undertaken in an earlier safety trial conducted at
some of the same sites, thePopulation Council heeded the
request of women to create a video to show themwhat
study participation would be like, so as to familiarize
themwith procedures that they had never experienced,
such as a pelvic exam or anHIV test.
Through documentary-style vignettes, animation,
and narration, the video focuses on several themes that
were considered to be critical for obtaining truly in
formed consent. For example, to convey the concept of
voluntary participation, interviews were conducted with
one woman who completed the trial and one who chose
towithdraw early. Through animation, women learned
that although many may be eligible for the trial, only a
portion of thosemay choose to enroll in the study. One
scene depicts a counselor and a potential study partici
pant going over the informed-consent form. The poten
tialparticipant questions whether she can leave the study
after she joins. The counselor reassures her that she can
withdraw from the study at any time.
An evaluation of the informed-consent process is
underway, including both quantitative and qualitative
components. The results of this evaluation will provide
useful information aboutmethods and procedures to aid
the process of obtaining informed consent in reproduc
tive health studies (Friedland et al. no date).
Applications

in Service Delivery

Inmany service-delivery settings, limited resources and
policy directives affect the recommendations thatprovid
ersmake. InMexico, for example, the intrauterine device
(ILID)is themost common form of reversiblecontraceptive
and is often recommended rather than pills and condoms.
At one time, providerswere asked tomeet monthly targets
forRUD insertionand other favoredmethods thatwere not
dependent on clients' behavior. Although the IUD is a
highly effectivemethod forpreventing pregnancy, itpro
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vides no protection from sexually transmitted infections
and may cause complications if insertedwhile awoman
has a cervical infection such as gonorrhea or chlamydia.
The routine practice in public health clinics inMexico and
elsewhere is for a physician to perform a visual inspection
during a pelvic exam prior to providing an IUD.Because
more than half of cervical infections are asymptomatic,
many women risk IUD insertion while they are infected
with chlamydia or gonorrhea in those caseswhere labora
tory testing isnot undertaken to rule out STIs.
Researchers hypothesized that ifwomen were given
information about STI risks and the three available tem
porary contraceptive methods at the public health clin
ics (pills, condoms, and IUDs), theywould make a bet
ter choice for themselves than physicians would in the
absence of laboratory tests (Lazcano Ponce et al. 2000).
A randomized controlled trialwas conducted inwhich
one group

of women

received

care and a

the standard

second group of women received the intervention. The
standard care included an examination by a physician
who also chose themethod most suitable for thewoman.
In addition to the physical examination, the interven
tion group of women received a 20-minute information
session explaining the advantages and disadvantages of
each of themethods and the risk factors for STIs.More
over, they were asked to select their own method. For
this study, allwomen also underwent laboratory testing
to check for STIs.
Fewer women in the intervention group selected the
IUD (58 percent) compared with those in the standard
care group who received a physician's recommendation to
use themethod (88percent). The disparity isnoteworthy.
Even more remarkablewere the results among women in
the two groups

had a cervical

who

infection.

Of

those

in

the intervention group, more than half (52 percent) did
not choose the IUD, compared with fewer than 5 percent
of those

in the standard-care

for and eliminated

group who

were

screened

from IUD use by physicians.

The results of this study were striking. By provid
ing women with information about the methods and
about STIs, the women

were

able tomake

their own

risk

benefit assessments and choose an appropriate con
traceptive method for themselves. It is encouraging to
see how many women, when given information and
decisionmaking power, will decide correctly.
Efforts to improve informed consent and informed
choice require commitment on numerous levels, especial
ly from governments and policymakers, toprovide the re
sources thatwill allow people tomake theirown choices.
Donors must also fund research on informed consent and
informed choice in order to create a body of literatureand
to facilitate better application of the principle.
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Beneficence:

Maximize

Benefit

and Do No

Harm
The principle of beneficence is related to thewell-being
of research participants. The Belmont Report (1979) elu
cidates two general rules to ensure participants' well-be
ing: (1) do no harm, and (2)maximize possible benefits
andminimize possible harm. Particular attention is paid
to the concept, similar to that practiced inmedicine, of
doing no harm. The dilemma, however, is that often the
research process itself identifies the harm because little
is known or documented systematically before the com
mencement of the inquiry. Inother words, the researcher
is called upon to think broadly, understand the literature
concerning potential risks, exercise creative vision in
identifying potential harm, and analyze the possible ben
efits and risks before the commencement of the research
process. Risk-benefit analysis is the tool used to ensure
that the principle of beneficence isupheld.
The need for risk-benefit analysis is also articulated
in theDeclaration ofHelsinki (seeVanderpool 1996b,Ap
pendix B). The Declaration clearly states thatbiomedical
research can be justified only if the importance of the ob
jective outweighs the inherent risks to the subject or par
ticipant.All such researchmust be preceded by a careful
analysis of the predictable risks in comparison with the
foreseeable benefits to the subject and others.Moreover,
a concern for the individual must always prevail over
the generation of new knowledge thatmay be of interest
to science and society. Also, if,during the conduct of the
research, hazards are found to outweigh the potential
benefits, the research should cease.
In summary, adhering to the principle of beneficence
requires that risks be minimized, potential benefits en
hanced, and benefits outweigh the risks.Deriving a risk
benefit ratio is far from being simple or easy, however.
First, assessments are typically produced in a qualitative
fashion by the principal investigators, who are themost
likely to be knowledgeable about the study population
and the social, cultural, economic, and political environ
ment inwhich the study will be conducted. Although
their analysis

may

be based

on relevant

and sound

local

information, it is necessarily qualitative, and alternate
interpretations and opinions can exist.
Second,
magnitude

in many

instances,

of the potential

gauging

the nature

risks is not easy,

and

so that judg

ing the usefulness of the research is difficult. Risks and
associated harm can occur inmultiple realms, including
the physical, social, and psychological. Describing what
constitutes harm and accounting formyriad risks can be
challenging. For example, an inquiry into the prevalence
of domestic violence and its reproductive health conse

quences could expose participants to additional abuse.
For such a study, researchersmay not be able, however, to
deduce, anticipate, or describe what constitutes abuse, its
nature and degree, and the extent towhich itmay occur.
Third, the potential benefits of the research should
be defined clearly. Inmany developing countries, study
participation can achieve important gains that are not
necessarily the aims of the research. For example, in ar
easwhere use of health-care services is low, participants'
consultations with and examinations by medical person
nel that are part of a study protocol may provide them
with much-needed medical attention. Some authors have
argued that these adjunctive health benefits ought not be
considered as part of the risk-benefit analysis because
they can imbalance the risk-benefit ratio and provide an
inaccurate picture of the research (Emanuel et al. 2000).
Implicit in these discussions is the potential for a
new procedure, device, or practice that ismore effective
than the existing standard of care. If a consensus has been
reached that the existing practice represents thebest prac
tice or at least a good practice, further research is clearly
not justified, and the risk-benefit ratio is likely to be un
favorable. The research process is a search for safer and
more effective practices that result inboth greater knowl
edge and better individual outcomes.
A good illustration of this scenario is the debate con
cerning theuse of a placebo or control armwhen a known
management or therapy exists. Microbicides are prod
ucts being developed to prevent the sexual transmission
of HIV. Several candidate microbicides have been tested
for safety and feasibility and are undergoing clinical trials
for efficacy. Currently, male and female condoms are the
only known methods that protect against HIV transmis
sion. Inmicrobicide trials,one way to address ethical and
scientific questions simultaneously is to test amicrobi
cide-plus-condom arm against a condom-only arm. This
design

provides

both

treatment

and control

arms with

information on the condom, thereby dealing with ethical
issues,while concomitantly building in scientific rigor to
address the efficacy of themicrobicide being tested.
Application of thePrinciple of Beneficence in the
Research Process
Over the years, research on children has received consid
erable attention, primarily because children are unable to
give consent because of their undeveloped competency.
They may not be able to assess adequately the risks and
benefits of participating in the research. Ethicists have
long debated whether and under what conditions non
therapeutic research on children can be undertaken (see
Bartholome 1996; Jonsen 1996).Despite children's limited

autonomy, some have argued thatconducting researchon
children ispermissible if sufficient evidence suggests that
exposing some children to riskmay result in benefit for
many (Jonsen 1996); in such cases, the principle ofmaxi
mizing beneficence takes precedence over autonomy.
Inmany places, children as a group clearly have spe
cific needs that require research and inquiry to ameliorate
their condition.Worldwide, theHIV!/AIDS epidemic has
orphaned hundreds of thousands of children and made
many more vulnerable to a variety of social and economic
harms.Appropriate interventionsmust be designed to ad
dress such diverse needs as child care, nutrition and food
support, educational assistance, and livelihood training
to aid the transition to healthy adulthood. Nevertheless,
participation in a research study may cause harm. For
example, some children may be identified by the com
munity as being vulnerable, which may lead to their ex
ploitation by unscrupulous people; some children may
perceive themselves as being stigmatized; others may
undergo psychological trauma as they relive painful ex
periences. Such risks can beminimized by a careful choice
of research design and methods. For example, in order
to protect the very young, age-stratified samples can be
used to differentiate between the very young and the
young. Age-relevant information can be collected from
each group through theuse of appropriate data-collection
methods designed tominimize intrusion, intimidation,
and discomfort. Suchmethods as participatory mapping
exercises are one example of unintrusive methodologies.
Employing well-trained data collectors who are also
skilled in child psychology may mitigate the traumas that
children can face from research participation.
A second illustration of the application of the prin
ciple of beneficence is available from behavioral research.
Many examples can be found of behavior that tends to
be hidden from public view yet may have an impact
on reproductive health. Sexual behavior and domestic
abuse are two examples of such behaviors, and obtain
ing reliable and valid information about these is difficult.
Research has shown that inmany developing countries
adolescents and young people urgently need reproduc
tive health information and services. Large subgroups are
vulnerable tounwanted pregnancies and sexually trans
mitted infections, including HIV. Understanding their
sexual behavior is essential for designing effective pro
grams, but obtaining information about their network
ing, numbers and types of partners, use of condoms, and
other sexual behaviors is challenging. In cultural contexts
where sexual activity outside ofmarriage is censured, en
rolling participants and eliciting truthful responses are
especially problematic. In such contexts, innovative data
collection techniques that use audio-CASI (computer
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assisted self-interview) methods can reduce the stigma of
participation, ensure privacy, and improve participants'
reporting (Mensch et al. 2003).
Application of thePrinciple of Beneficence During
Service Delivery
Appropriate and equivalent analogies for the application
of the principle of beneficence can be found in service
delivery contexts aswell. The current standard of care is
not always the best possible care. Inmany places, higher
than-expected levels of cesarean-section procedures have
been recorded, indicating thatmany may not be clinically
indicated. For example, 40 percent of births inBrazil are
delivered by cesarean section, a rate considered to be the
highest in theworld. The explanation for such a high in
cidence

of cesarean

is not always

section

clear; itmay

be

the client's informed choice, pressure from the provider,
health-system incentives, or the existence of underlying
conditions thatmerit such a delivery.
Research conducted among 1,136 pregnant women
inBrazil reported significant differences in the levels of
cesarean delivery between thosewomen who had given
birth in a public-sector facility and thosewho had deliv
ered in a private-sector facility (Potter et al. 2001).More
of the women

than 70 percent

who

had given

birth

in a

private facility had a cesarean delivery, compared with
had done

30 percent who

so in the public

sector. The au

thors suggest that physicians in private practice may be
short of time or have financial incentives that facilitate
cesarean deliveries, unlike public-sector obstetricians.
The performance of unnecessary cesarean sections may
not be in thebest interest of the patient because it exposes
her to the risks of surgery. In such instances, the principle
of beneficence requires that a greater emphasis be placed
on appropriate delivery procedures, including the provi
sion of relevant

and complete

information

to women

to

facilitate informed decisionmaking.
Syndromic management for STIs among women
has been found to be an ineffective course of treatment.
Syndromic management gained currency because of the
ease and feasibility if its implementation in low-resource
settings. Standard laboratory tests to identify STIs such
as gonorrhea

and chlamydia

are expensive

and

require

many resources, including trained technicians inwell
functioning laboratories.Syndromic management offered
the promise of diagnosing infection based on symptoms
such as vaginal discharge and lower abdominal pain and
on information about risk factors.Evaluations of the syn
dromic-management approach have found, however,
that it is of low sensitivity, is ofmoderate specificity, and
results in high numbers of false-positive cases (Maggwa

236

Studies in Family Planning

et al. 1999;Solo et al. 1999;Sloan et al. 2000).3For example,
a study conducted in family planning and antenatal clin
ics in Kenya found that only about 5 percent of family
planning clientswith reproductive tract infections and 16
percent of pregnant women were accurately diagnosed
(Solo et al. 1999).
The ethical dilemma revolves around the issue of
what type of management might be appropriate for de
veloping countries, especially in areaswhere few labora
tory resources exist for identifying and distinguishing
between different forms of vaginal infection.4 Because
the use of syndromic management tends tomisdiag
nose those who are uninfected, such women are often
overtreated and receive unnecessary antibiotic therapy.
The unnecessary use of antibiotics leads to antibiotic re
sistance among patients and within communities. Con
comitantly, those who are infected may be incorrectly
diagnosed and treated. This scenario requires that syn
dromic management of vaginal discharge cease to be
the standard of care that is offered; no management may
prove tobe a better alternative.

Justice: Equity of Risks and Benefits
The universal principle of justice in the context of re
search and service in the field of reproductive health re
fers to the fair and equal distribution of the benefits and
risks of participation in research, or the equitable access
to an array of appropriate services. Participants should
be recruited and selected from a pool of potential par
ticipants

in a fair and equal manner.

the

Furthermore,

principle of justice opposes the exposure of one group of
people

to the risks of research

solely

for the benefit

of an

other group. Inother words, itwould not permit research
to be conducted using individuals from poor communi
ties to produce findings solely for the benefit ofwealthier
individuals. Nor should the benefits of the research fall to
the researchers alone, through publications and patents,
rather than to those client populations who were partici
pants in the research.
The application of this principle assumes that the
other core principles of respect for the autonomy of indi
viduals

and of beneficence

are also adhered

to and

that

efforts to foster distributive justice isnot addressed in iso
lation.Of particular concern is theneed to provide special
protections for vulnerable individuals and groups.With
in the field of research ethics, vulnerability refers to the
"substantial incapacity to protect one's interests owing
to such impediments as lack of capacity to give informed
choice, lack of alternative means of obtaining medical
care or other expensive necessities, or being a junior or

subordinate member of a hierarchical group" (CIOMS
1949). Vulnerable groups typically include minors (in
most places, those younger than 18); pregnant women;
prisoners and others in institutional custody; people with
mental disabilities; those who are socially vulnerable
because of their relative lack of education or resources;
thosewho lack access to health-care services; and those
who are disadvantaged or discriminated against because
of their sex, ethnicity, or lifestyle or circumstance, such as
drug users and orphans.
In theUnited States, theTuskegee syphilis study is the
best-known example of how one disadvantaged minority
recruited
group-rural African-American men-were
into a study of a disease that affects individuals from all
classes and races. These study participants were denied
treatment even when itbecame available, so that the risks
of the researchwere largelyborne by one set of vulnerable
individuals who did not benefit from its results.
Of particular importance is the understanding of jus
tice as the protection of theparticipant's or client's broad
ly defined interests,not merely his or her physical or psy
chological health. The definition of their interestsmust,
therefore, come from the participants rather than from
the health system or research team. Participants do not
forfeit the right to protections simply because they con
sent to participate in a study or agree to accept a service.
If they feel their interests are not served, they have the
right towithdraw and seek care elsewhere. Even in this
context, however, bioethics is less concerned with puni
tive or compensatory justice-that is, in punishing those
who violate others' rights or compensating thosewhose
rights have been violated. These issues are usually the
purview of the legal system. The violation of one's right
to justice in the context of research should not, therefore,
be viewed as divorced from the legal system. Sponsors of
research, including governments, have the right towith
draw

funding

or apply

sanctions

such as fines whenever

they feel that the principle of justice isnot being respect
ed, and participants retain the right to seek compensation
in civil courts should they feel that their health or inter
ests have been compromised in the process.
Although the principle of justice evolved from the
need to protect some segments of the population from
exploitation, amovement to ensure that thosewho might
benefit from the research are not excluded from this pro
tection should be advanced. For example, some research
ers have argued cogently that underrepresented groups
should be included in the research process so that their
needs are addressed and so that they can partake of the
benefits of the findings (Levine 1996). This need for in
clusion is best illustrated by the numbers of people with
AIDS in the industrializedworld who have advocated for

broader access to clinical trials in thehope of some benefit.
Other types of research participants who are considered
vulnerable and inneed of protection andwho are increas
ingly participating in research arewomen and children.
Application of thePrinciple of Justice in theResearch
Process
An example of distributive justice can be found in the
development and testing of a vaccine against the human
papillomavirus (HPV).About 50 percent of sexually ac
tive individuals will acquire HPV during their lifetime
(CDC2006).Because thevirus isoften acquired shortly af
teryoung women become sexually active (usually around
the age of 18), research to develop a potential vaccine
had to be conducted on younger females and on partici
pants assumed tobe vulnerable. Teenage girls and young
women aged 16-23 were randomly assigned to trial and
blinded-control conditions, and efficacy was established
on acquisition of the virus (CDC 2006). Because HPV is
a precursor of cervical cancer, the longer-term benefit of
the prevention of cancermay accrue over time to older
women at greatest risk of themorbidity; other beneficia
ries aremen who will gain from the vaccine's protection
against the genital warts that are caused by some strains
of HPV. Young women effectively vaccinated against
the four most common genotypes of the virus would
also receive the benefit of protection from this sexually
transmitted disease, however, and ultimately of protec
tion from the risk of cervical cancer (Pollack et al. 2007).5
In this example, the young female participants, many of
whom were minors and participated with parental con
sent, shared both the risk and potential benefits of the
research (CDC 2006).6
Another example of distributive justice is the study
ofmale circumcision as protective against the acquisition
of HIV. Although male circumcision has long been sus
pected of offering some protection against STIs (includ
ingHIV) in the absence of correct and consistent condom
use, randomized controlled trials on the effectiveness of
circumcision have been conducted only in the past five
years. Trialswere begun inKenya and South Africa with
a sample of young men aged 18-24 inboth countries and
with men aged 15-49 inUganda, where the risk of ac
quisition of the infection during unprotected sexwas the
highest. InSouth Africa, 3,274 young men were recruited
and randomly assigned to receive a free circumcision or
assigned to the control group where they were asked
towait to be circumcised until the end of the study 21
months later (Cleaton-Jones2005). In 2004, the intermedi
ate analysis of the trial data suggested that circumcision
provided a substantial degree of protection; a 60 percent
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protective effect was found. The study was stopped, the
results made public, and circumcision was offered to
those in the control group (Auvert et al. 2005). All cli
ents were told about the protective effects of condoms,
and thosewho asked about sources of circumcision were
referred to a private practitioner if they did not want to
wait for the free procedure offered as part of the research
project. In thisSouth African study, the participants were
recruited from a group of uninfected males in a high-risk
environment (asmany as 40 percent of pregnant females
are HIV positive), and randomly assigned to one of the
groups. In December 2006, the two other randomized
controlled trials inKenya and Uganda were also stopped
early when the protective effect of circumcision against
HIV acquisition was demonstrated (Bailey et al. 2007;
Gray et al. 2007).
The application of the principle of justice seemed ap
propriate in both theHPV vaccine and the circumcision
studies. Participants appear to have been recruited and
selected in a fair and equal manner. Special protections
were provided to younger participants in theHPV trial
by obtaining informed consent from theirparents and by
providing themwith regular health checkups over time.
The research ceased in the latter study when the research
team documented the public health benefit of circumci
sion. The larger issues of justice now facing both studies
are the cost and availability of effective treatments. The
HPV vaccine now costs about US$120 per dose ($360 for
the recommended three-part series) in developing coun
tries, but

it will

take some

time and

require

a substan

tially largervolume of private sales in order for the pub
lic-sector price to become affordable for young women
in poor environments. Male circumcision is still widely
available

inmany

in Africa,

cultures

but the issues of jus

tice now confronting the public health community have
to do with

cost, safety, and access

for the large number

of

men who might want to benefit from this intervention.
Subsidies and promotional efforts forboth treatments are
called for by advocates representing the interests of the
research participants.
In other situations, discussions are currently under
way

about

the best way

to proceed

ethically.

A good

il

lustration of the ethical issues surrounding subject selec
tion is provided

by the "opt-in"

versus

"opt-out"

policy

of HIV testing. "Opt-in" describes the policy by which
individuals voluntarily present themselves for testing.
In countries with high HIV prevalence, discussions have
taken place about whether routine testing should be in
troduced to increase the efficiency of identifying and pro
viding treatment for individuals who are infected (Rennie
and Behets 2006). Individuals can refuse to be tested or
"opt out" when HIV testing is part of routine services.
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From a public health perspective, routine testing
is recommended in high-prevalence settings for effec
tive interruption of the transmission of HIV/ AIDS from
mothers to children and between partners and for timely
diagnosis and treatment of those already infected. Crit
ics of this approach point out that the opt-out provision
may not be implemented feasiblywhere informed choice
is rarely exercised (Rennie and Behets 2006). In such set
tings, health-care personnel are regarded as authority fig
ures, and patients may not be able to exercise their right
to refuse testing. Furthermore, theymay have concerns
about receiving services or being treatedwell. Such prac
ticalproblems are exacerbatedwhere access tohealth care
is limited and poor socioeconomic conditions constrain
an individual's choices and options.
Making Findings Available toBenefit thePublic
Although much of the discussion concerning ethics is
focused on individual study participants, larger social
issues are raised, including the benefits of the research
to society. The importance of the knowledge thatmay
be reasonably expected to result from researchmust be
greater than the risks of the research. Research must be
suspended ifmore thanminimal harm might be done to
participants, as in the case of one microbicide candidate
under clinical trial inCameroon in 2004.Research should
cease even if the perception of potential harm ismis
guided or ill informed or if the intervention being stud
ied is clearly superior to the current standard of care, as
in the case of the study of male circumcision in relation
toHIV transmission. The study assessment requires that
researchersmeet periodically during data collection to re
view

the experience

of interviewers

and respondents

and

thatpreliminary data analysis be conducted to determine
whether the expected benefits continue to outweigh the
risks for participants.
Moreover, the research should contribute to policy
development, advocacy, and new intervention models
to benefit the community. At a minimum, participants
should be informed of the findings of the research and
of any findings that relate to theirhealth status. Briefings
with community leadersmay have to be scheduled, and a
formalmechanism be developed for sharing findingswith
affected individuals. In the circumcision study, the effec
tive treatment (that is, the surgical procedure) was offered
at no cost toparticipants in the control sample. Assistance
to themedia and the public in the use of the research data
is also recommended to improve the accuracy of reporting
study results and to foster a responsible social reaction.
Clearly, in the examples of theHPV and circumcision
interventions, making these public health interventions

available is in the interest of the community and of indi
viduals representing the pools fromwhich subjectswere
recruited. The issues of justice in the service sphere are
changed, however, from recruitment and selection to the
issues of equity-that is, differential treatment of partici
pants based upon theirneeds and the provision of similar
treatment for cases that are similar.Many in the research
community contend that these issues are beyond the rea
sonable responsibility of researchers.Others, including
many reproductive health and HIV advocates, contend
that research sponsors and the researchers themselves
are responsible forvisualizing the end points of the study
process and for taking the steps necessary to ensure that
the community at largebenefits from the study. That this
process of careful consideration is feasible is ably demon
strated by theSouth African clinical trialon male circum
cision and HIV, where themembers of the institutional
review board overseeing the trial concerned themselves
with the ethics of the study and the protections necessary
for the participants. One might argue that if the risks of
the research are not great for an individual participant,
researchers have a limited responsibility for applying
research results to the provision of services.Whatever
the level of responsibility, the research community is not
absolved of responsibility. The collective interests of the
client community are compromised if the health benefits
of research as promised in informed-consent documents
and in pledges to sponsors do not accrue to the intended
beneficiaries.

Conclusions
The ethical issues surrounding research and practice are
demonstrably numerous and complex. Rules and guide
lines have evolved over the years to respond to contem
porary events and circumstances, and we anticipate that
they will continue to evolve. In recent years, theHIV/
AIDS pandemic has posed new and challenging ethical
problems. The challenges have ranged from balancing
ethical principles and finding timelymedical and humani
tariansolutions to engaging with awide range of partners
in research endeavors.
The range of people and organizations that partici
pate in, decide on, and shape the research process is
growing. Research is no longer solely the purview of
scholars and academics, sponsors, and institutional re
view boards. Traditionally, pharmaceutical companies
have been able to influence the direction and intensity
of research on specific health issues. The pharmaceutical
industry has immense influence in bringing resources to
bear on topics and products thatmay have commercial

applications. Moreover, the symbiotic relationship be
tween the pharmaceutical industry and researchers is
such that scarce resources can be appropriated forwork
on topics thatmay have vast commercial potential, to the
detriment of other topics thatmay result in little or no
commercial gain or in financial setbacks. For example,
in the United States, research on and development of
new contraceptive methods is thwarted by a perception
of a limited return on investments and of the threat of
potential lawsuits, in spite of a great latent demand for
new products (Schwartz and Gabelnick 2002). In recent
decades, new entrants in civil society have emerged who
are sophisticated, well organized, and vocal andwho ad
vocate for researchon specific areas and subareas. For ex
ample,well-organized and articulate reproductive health
activists and advocates were able to influence interna
tional opinion and policies at the 1994 Cairo conference,
and AIDS activists are continuously engaged in the quest
fornew drugs and draw attention to gaps in research. In
theUnited States, a group of professional biomedical and
health researchparticipants have emerged who negotiate
the terms of theirparticipation with researchers concern
ing such criteria as compensation and level of surveil
lance; they also decide on the extent towhich theywill
comply with the requirements of the protocol (Weinstein
2006). The course of research and the research process
will undoubtedly be shaped by the level of participation
and discussion by these diverse participants.
In an increasingly global community connected by
trade, flow of resources, the Internet, and other commu
nication technologies, ideas travel swiftly across national
borders. Research participants can be educated to be
come empowered and sophisticated, and researchers and
sponsors will be required to acknowledge the changed
context. Research partnerships between industrialized
and developing countries will have to evolve as the lan
guage and dynamics of inquiry become standardized to
global norms.
As with all endeavors, an emphasis on doing the
right thing in the rightway requires a commitment of re
sources-creative thinking, personnel, and finances. Re
searchersmust be conscious of the ethical implications of
their proposed questions and study methods. Resources
are needed to encourage and facilitate researchers to
make the transition from a goal of "passing the IRB"as
an administrative hurdle to applying ethical principles
in the conduct of scientific inquiry. Procedures and sys
tems are evolving to increase researchers' adherence to
ethical principles. For example, many institutions now
prefer that staffmembers be certified in research ethics
by means of courses offered online or elsewhere. Short
and long-term courses on research ethics are routinely
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offered by such institutions and agencies as theNational
Institutes of Health in theUnited States. Journals, too, in
creasingly require authors to document the ethical pro
cedures they have taken during the conduct of a study,
including IRB approval and participants' recruitment,
and the roles and responsibilities of the authors listed on
themanuscript. All of these changes may facilitate better
conduct of research for the greater good.
The pursuit of ethical conduct in research and ser
vice provision is an unending process. By gathering new
knowledge and proposing adjustments, researchers and
service providers remain competent and respectful of the
ethical review and assurance processes. Fostering great
er understanding of the fundamental principles behind
these processes and the lessons learned in their applica
tion in a diversity of settings is perhaps the only way to
ensure that research participants' rights are preserved,
protected, and respected.
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