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Preface

This book represents the compilation of efforts by researchers across the country,
each of whom is dedicated not only to the prevention and elimination of HIV
infection, but also to the conduct of research according to the highest ethical prin-
ciples. The authors of the case studies have graciously agreed to share their expe-
riences in conducting research, which raised questions for them and will motivate
us to further inquiry and examination.

The views that are presented in this text are diverse and readers may or may not
agree with the analyses of the editor-authors or the authors of the case studies.
We do not aim for agreement among readers, but rather, the studied analysis of
the ethical issues raised in the conduct of HIV research. We clearly emphasize
the protection of the individuals participating in such research, as well as their
communities, and view research not as an enterprise undertaken by researchers,
but rather as a negotiated exchange between researchers, participants, and com-
munities that also involves interplay with funding sources, ancillary partners, and
governments.

We clearly do not address all ethical quandaries that may arise during the
course of an HI'V-related investigation, and it would be impossible to do so within
one text. We have focused in the first section on issues that underlie not only HIV
research, but all research involving human participants. The second portion of
the text examines ethical issues related to the design and methodology of research
studies. Each chapter is followed by a case study authored by a prominent
HIV/AIDS researcher. These case studies explore such topics as the selection of
study participants, the standard of care to be provided to individuals in the
control group of a study, the personal safety of the researcher in the field and
its relation to the safety of participants, the retention of study participants, and
the conduct of research at multiple study sites. The authors of each case study
describe the context of the issues that arise, the ethical issues that they confronted,
the process that they utilized to arrive at a solution, and the ethical principles that
guided their decision.

Parts IIT and IV of the text is similarly structured, with each chapter followed by
a case study. Part III focuses on the conduct of research with specific populations,
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including children, cognitively impaired individuals, minority-identified individu-
als, communities outside of the United States, and individuals who are often
identified in relation to their activities, such as sex work and injection drug use.
Part IV discusses various issues that arise in the context of training both
researchers and community members, including the ownership of data and confi-
dentiality, among others.

As researchers and educators, we must constantly challenge ourselves to exam-
ine not only the science of what we do, but also the processes that we utilize, and
their impact on our research participants, their relations, and their communities.
We owe no less.

Sana Loue

Earl C. Pike
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Chapter 1

Human Rights, International Guidelines,
and HIV Research

Introduction

When the first cases of what is now known as HIV (or AIDS) were reported by
the Centers for Disease Control in 1981, the sexual orientation of those who were
ill was noted as a factor that might be of epidemiological significance. Subse-
quent reports indicated, sometimes erroneously, that the new illness might be
clustered among Haitians, injection drug users, commercial sex workers, African
Americans and Latinos, and other marginalized communities. That the illness
was also noted among newborns and infants, transfusion recipients, and people
with clotting factor illnesses only confused the picture, but very quickly in the life
of the epidemic, public associations about disease and risk were cemented: what-
ever it was that was causing such symptoms and death was somehow linked with
marginalized identities and communities. Because the disease itself evoked in the
general public a wide array of restrictive and discriminatory responses and
policies, and because the disease from the outset was so strongly associated with
“otherness,” the human rights of people with HIV/AIDS—or of individuals or
communities who were often assumed to be at elevated risk—has been, and will
likely continue to be, a topic of intense intrapersonal, interpersonal, and societal
conflict.

Very recently Gruskin and Dickens (2006) addressed the differences and simi-
larities between human rights and ethics. Historically, they asserted, “human
rights are meant to guide the actions of governments, whereas ethics in health
care much more broadly encompass concern for the specific actions, aspirations,
and individual health care workers, researchers, and organizations.” They proceed
to point to the foundational documents of each, noting that the 1964 Helsinki
Delcaration, which concerned itself primarily with research on human subjects,
serves as the intellectual basis for modern bioethics, and that the 1948 UN
Universal Declaration of Human Rights sets out a broad range of rights for which
transnational consensus—in theory, if not in practice—can be reached.

The distinction between ethics and human rights is blurred by the reality that
health care practice is shaped by governments and other public institutions, and
by the reality that health care workers and researchers, not to mention research
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participants, are actors in political processes designed to influence the policies,
and specifically the health care and public health policies, of public institutions
and governments. It is further blurred by the reality that the various actors
involved in medical research and care, including care recipients and providers and
funding institutions, are awarded various degrees of authority and power in the
provision of care and the conduct of research: an equality, among those involved,
cannot be assumed.

The resolution of these tensions and clarification of these issues is certainly
more than an academic enterprise: the stakes are vast beyond measure: “If no
effective vaccine or cure is found within the next 20 years, areas of the world
that are now witnessing explosive epidemics or are in their second or third
wave of HIV infection may well find themselves harder hit—and more deeply
transformed—than Europe was by the Black Death” (Garrett, 2005: 63). For
many in the field, the depth and width of possible consequences, on the one hand,
and the resource inequities within which those consequences are played out, on
the other hand, have argued for a human rights perspective on HIV/AIDS from
the beginning. To Jonathan Mann, for example—a pioneer in the reframing of
equations about rights and health—the epidemic was always been about rights:
“People come first. Treatment in developing countries is about equity and human
rights” (Mann, 1998: 6). This chapter argues for an approach in which ethics and
human rights are interdependent, even when the sphere of action may be, in one
case, interpersonal, and in another case, governmental. In other words, a more
integrated approach would contend that practitioner and research ethics are
dependent on fully elaborated and universal understandings of human rights, and
that broad definitions of human rights are only meaningful if guided by fully
elaborated and universal understandings of how they should be realized in
specific and variable clinical applications.

HIV/AIDS and Human Rights

It is worth noting that one of the first “declarations” outlining what might be
viewed as the human rights of people with HIV/AIDS was first articulated by
people with HIV/AIDS themselves in an historic meeting in Colorado in 1983.
What is now referred to as “The Denver Principles” still echoes throughout
the discourse on HIV/AIDS and human rights today, even among those not
directly familiar with the document (National Association of People with
AIDS, 1983).

The Denver Principles were not based on theoretical or academically-developed
notions of human rights; they rather emanated from the lived experience of those
assembled in an informal gathering of mostly gay and bisexual men early on in the
epidemic, at a point in time during which no meaningful treatment was available
and public fear and hostility were high. As such, the document reflects an aware-
ness of the possibility of rapid death for many who were diagnosed, and the need
to legitimize the individual’s right to access alternative and experimental therapies.
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But the document is especially notable for its articulation of both rights and
responsibilities, and for the “call” it issues to physicians and researchers. The fol-
lowing provides the most germane excerpts from the document.

We recommend that health care professionals:

* Who are gay, come out, especially to their patients who have AIDS.

* Always clearly identify and discuss the theory they favor as to the cause of
AIDS, since this bias affects the treatment and advice they give.

* Get in touch with their feelings (fears, anxieties, hopes, etc.) about AIDS, and
not simply deal with AIDS intellectually.

* Take a thorough personal inventory and identify and examine their own agendas
around AIDS.

* Treat people with AIDS as whole people and address psychosocial issues as
well as biophysical ones.

* Address the question of sexuality in people with AIDS specifically, sensitively,
and with information about gay male sexuality in general and the sexuality of
people with AIDS in particular.

We recommend that all people:

* Support us in our struggles against those who would fire us from our jobs, evict
us from our homes, refuse to touch us, separate us from our loved ones, our
community, or our peers, since there is no evidence that AIDS can be spread by
casual social contact.

* Do not scapegoat people with AIDS, blame us for the epidemic, or generalize
about our lifestyles.

We recommend that people with AIDS:

* Be involved at every level of AIDS decision-making and specifically serve on
the boards of directors of provider organizations.

* Be included in all AIDS forums with equal credibility as other participants, to
share their own experiences and knowledge.

* Substitute low risk sexual behaviors for those that could endanger themselves or
their partners, and we feel that people with AIDS have an ethical responsibility
to inform their potential sexual partners of their health status.

People with AIDS have the right:

* To as full and satisfying sexual and emotional lives as anyone else.

* To quality medical treatment and quality social service provision, without
discrimination of any form, including sexual orientation, gender, diagnosis, eco-
nomic status, age, or race.

* To full explanations of all medical procedures and risks, to choose or refuse
their treatment modalities, to refuse to participate in research without jeopardiz-
ing their treatment, and to make informed decisions about their lives.

* To privacy, to confidentiality of medical records, to human respect, and to
choose who their significant others are.

* To die and to live in dignity.
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That concepts of privacy and confidentiality, personal freedom, dignity,
autonomy, and personal agency were inscribed into an HIV/AIDS foundational
document may appear surprising, given the tenor of the times, but clearly the
Denver Principles reassert earlier principles, established in earlier documents,
but specifically reframed to address HIV/AIDS. If the UN Declaration on
Human Rights functions as the foundational document upon which subsequent
advocacy for human rights rests, then the Denver Principles can be said to serve
as the foundational document that profoundly influenced subsequent under-
standings of the rights of people with HIV/AIDS and the advocacy that has
arisen from that understanding—and that first articulated what would become
an evolving discourse about the appropriate relation between those who provide
care and treatment or conduct research, and those who are treated or serve as
research “subjects.” The new ethic, not previously articulated in medical care
and research, was partnership.

Much more recently the UNAIDS International Guidelines on AIDS and
Human Rights, in the 2006 Consolidated Version, established 12 broad guidelines
that together addressed the need for national planning and frameworks within
countries; the importance of community consultation at all levels; review of pub-
lic health law and policies; review and reform of criminal law as needed; adoption
of antidiscrimination measures; the provision of legal services to people with
HIV/AIDS; the need to create enabling environments for women, children, and
other vulnerable groups; and the need for monitoring and enforcement of human
rights standards. Among the specific human rights principles the Guidelines
enumerates as relevant to HIV/AIDS—which it bases on a wide number of inter-
national and regional instruments—are:

* The right to non-discrimination, equal protection, and equality before the law;

* The right to life;

* The right to the highest attainable standard of physical and mental health;

* The right to liberty and security of person;

e The right to freedom of movement;

* The right to seek and enjoy asylum;

e The right to privacy;

* The right to freedom of opinion and expression and the right to freely receive
and impart information;

* The right to freedom of association;

* The right to work;

* The right to marry and found a family;

* The right to equal access to education;

* The right to an adequate standard of living;

* The right to social security, assistance, and welfare;

* The right to share in scientific advancement and its benefits;

* The right to participate in public and cultural life;

* The right to be free from torture and cruel, inhuman or degrading treatment
or punishment.
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A number of antecedents and antecedents have helped fill in the foundational
dossier of HIV/AIDS and human rights, including the National Bioethics Advi-
sory Commission, the Council for International Organizations of Medical
Sciences, the Helsinki Declaration, the UNAIDS’ Ethical Considerations in HIV
Preventive Vaccine Research, and the Nuffield Council on Bioethics. These, inte-
grated and summarized, point to key themes in the discussion of HIV/AIDS and
human rights:

1. respect for persons, decision-making autonomy, and self-determination;
2. beneficence and nonmaleficence; and,
3. distributive justice, or distribution of participant burdens and benefits in research.

But the relevant dossier of HIV/AIDS and human rights—and the ethical
guidelines which inform more universal declarations—cannot be restricted to the
common list of international agreements and protocols. Hellsten (2005), as an
example, outlines the various levels and domains informing medical ethics in
Tanzania:

First, there are international regulations. Second, there are national laws (such as the law
forbidding abortion and the sexual offence act that, e.g., makes female genital mutilation,
rape, etc. illegal) and national policies (such as the National HIV/AIDS policy that guides
national strategies to combat the epidemic). Third, there are the local belief and values sys-
tems and their related social ethics . . . Often these different norms are inconsistent with
each other, or their value base may appear to clash. With the simultaneous political and
economic transition from a collectivist socialist economy to a more individualist market
economy, the values and practices in health, healthcare, and human well-being in general
become confused: Cultural and traditional claims are tangled together, and the require-
ments of a market economy are set against the collectivist promotions of public health as
well as the protection of individual rights (Hellsten, 2005: 258).

Thus, not only are international, Western standards in potential conflict with tra-
ditional, local values, but what is defined as “traditional” is itself in flux, being
continually shaped and redefined by larger political and economic forces that
themselves have underlying values. International declarations and documents are
therefore necessary, but not sufficient; they are abstractions that require moral
interpretation within the relevant context (Benatar, 2002).

At its base the most vexing application of “human rights” to HIV/AIDS has to
do with the meaning of distributive justice in an HIV/AIDS context, for it is in
relation to this application that we find the most intricate interplay between indi-
vidual rights and collective responsibility, and varying moral philosophies
and political-economic ideologies. That is, while there is widespread agreement
(if occasional passionate disagreement) about such broadly-defined rights as life,
liberty, and the pursuit of happiness, or even the right to health, there is far less
agreement about individual rights that incur a social obligation:

By confining human rights to a set of rights that support freedoms associated with free
market economics, and redefining socioeconomic rights as ‘aspirations,” the current global
order seeks to establish a set of values that legitimates particular kinds of social behavior.
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Importantly, the most powerful actors associated with globalization seek to free them-
selves of costs and duties seen as too burdensome and as an unnecessary barrier to the
prosecution of their interests (Evans, 2004: 23).

Foremost among the direct human rights issues associated with HIV/AIDS in
this regard is the “right” to Western standards of care in the treatment and man-
agement of HIV infection, and Western tools and resources for prevention. For
while most will concede that we “should” collaborate to make sure that all the
world’s people living with HIV/AIDS have access to such care, and that all the
world’s citizens should have access to the full toolkit of available prevention tech-
nologies, that aspiration is not embedded in social contracts that guarantee those
rights. In this regard, a brief review of Rawls’ fundamental concept of justice as
fairness is warranted.

The principle of justice, which is closely associated with the concept of human
rights, is concerned in Rawls’ moral philosophy, with fairness. Rawls’ formula
for ensuring justice is familiar to most:

All social values—Iiberty and opportunity, income and wealth, and the social bases of
self-respect—are to be distributed equally unless an unequal distribution of any, or all, of
these values is to everyone’s advantage (Rawls, 1999: 54).

Within the Rawlsian framework there is the proposition—and this could very well
apply to researchers and scientists—that talent and knowledge are not necessarily
private possessions:

The difference principle represents, in effect, an agreement to regard the distribution of
natural talents as in some respects a common asset and to share in the greater social and
economic benefits made possible by the complementarities of this distribution. Those who
have been favored by nature, whoever they are, may gain from their good fortune only on
terms that improve the situation of those who have lost out.” (Rawls, 1999: 87).

Among the “social and economic benefits” to which Rawls refers we can fairly
add the benefit of health.

This particular requirement places considerable burdens on resource-rich
countries and institutions, since there is no doubt that the application of the
Rawlsian principle to HIV/AIDS resource distribution would result in something
close to a consensus that everyone should 1) have access to treatment and pre-
vention technology, and 2) that resource-rich countries and institutions have the
capacity to underwrite those costs without a drastic change in the quality of life
in the developed world. This particular requirement also places, admittedly,
burdens on medical researchers, because it insists that the research study itself—
whatever question it might be addressing—and the selection of research subjects
should depend entirely on scientific benefit to individuals and communities, and
not on the economic goals of pharmaceutical companies, or the easy availability
of research participants. It also suggests that funding should follow the person-
centered or community-centered science, rather than the other way around; in
practice—as we have seen recently with microbicide research and investigation
of new HIV prevention-technologies—if a product or process does not show
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promise of profit, it is often difficult to secure needed funding for research.
Kok-Chor Tan (1997: 62) offers an interdependency perspective, asserting that
the “intricate economic, social, and political interdependencies of the global
community draw nearly everyone, some more deeply than others, into social
arrangements with each other.” For Deborah Zion (2004), this implies that indi-
viduals and groups that have benefited from HIV/AIDS research have an obliga-
tion to redress the imbalances that may have resulted.

But even on the simple matter of distributive justice for HIV/AIDS-related
commodities, not to mention issues such as intellectual property, there is bound to
be wide disagreement, because there is wide disagreement on the core principles.
On the one hand, we have the perspective of Peter Singer (1996), who asserts
that we must morally prevent something bad from happening if we have the
power to do so without sacrificing anything of comparable moral value. But John
Arthur (1996), among others, has criticized what he views as the excessive
demands or burdens of Singer’s “obligation to assist;” Singer’s proposition,
according to Arthur, would require individuals to donate a single kidney or a sin-
gle eye, given that, in some meaningful sense, two of each are not needed. And
Slote (1996) suggests that the “obligation” has limits—individuals, for example,
should not have to sacrifice major life plans.

And as the debate about the human rights principles informing commodity dis-
tribution continues, John Harrington (2002: 1425) argues that individual human
rights—the principle of autonomy or self-determination as a central ethic in the
societal response to HIV/AIDS—may be weakening as “the normalization and
re-medicalisation of HIV/AIDS, as well as the changing profile of the at-risk pop-
ulation have opened up new possibilities for coercion.” Viewing the evolution of
HIV/AIDS ethics and policy responses from a specifically European perspective,
he notes that only two jurisdictions—Bavaria and Sweden—elected to take a
coercive approach to the epidemic in the early days, by adopting measures such
as compulsory testing for sex workers and non-European immigrants, shutting
down gay clubs and saunas, and implementing extensive contact tracing. But the
opposite approach was utilized in the remaining countries of Western Europe,
where gay activists, in particular, played a pivotal role in the development of
social policy that was profoundly autonomy-focused (Harrington, 2002).

With the advent of antiretrovirals and others treatments, however, HIV/AIDS
has become a treatable chronic condition, although it remains an incurable one. As
a result, observers have identified a “re-medicalisation” or “normalization” of
AIDS. Normalization can here be understood in two senses. First, responses to the
disease are increasingly conditioned by a series of medical standards or norms;
through this extension of medical knowledge the profession has reasserted control
over what had been an area of heightened lay involvement. Second, as a chronic
disease AIDS is now a routine, unexceptional part of the social, as well as the med-
ical, landscape in Western countries.” These shifts, Harrington (2002) notes, have
led to parallel policy shifts; for example, expanded calls for and implementation of
routine testing; the establishment of legal frameworks that facilitate compulsory
treatment; and the criminalization of a range of risk behaviors. How these evolving
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understandings of the interaction between medical and state power will influence
the contours of research ethics is unclear, though it is worth speculating that a
greater willingness to accept coercive treatment under certain conditions could
also lead to diminished respect for autonomy and self-determination as guiding
ethics in HIV/AIDS research.

For Slack and colleagues (2000), there is the enduring challenge of translation.
They have argued that researchers often approach the ethical principles of auton-
omy, beneficence and justice that are embedded in research practices such as
informed consent and the protection of confidentiality as “add-ons” to scientific
procedures rather than intrinsic components.

At the intersection of plague and urgency, the continuing debate about human
rights and HIV/AIDS rages on, sometimes oblivious to the fact that the research
participants in a village in say, Kenya, or for that matter, the research participants
in a clinical trial in Washington, DC, may have no idea what the experts are argu-
ing about. Still, there is no consensus on what issues or problems constitute a
“human rights” dimension of HIV disease, in part because widely varying con-
cepts of “social justice” and “human rights” are often blurred. The concept of
social justice, however, often addresses inequities in the distribution of resources
or commodities, and strategies for equitable distribution. The concept of human
rights generally addresses the problem of intrinsic eligibility and the question of
which resources or commodities are to be equitably distributed, and may or may
not address means for doing so. This discussion utilizes the narrower perspective
of human rights — while a broader approach, that embraces the strategic and pol-
icy dimensions of resource distribution, is a critical question in HIV/AIDS, it is
beyond the scope of the present volume. But we must acknowledge, as Fortin
indicates, that “Ethical discourse must continually articulate anew the moral basis
for medical action, since the presumptive pursuit of science is in itself not
enough,” (Fortin, 1991). To do so, we must attempt to begin a catalog of what
“rights,” or rather, what domains of rights, ought to be included in the discussion
of HIV/AIDS and human rights in both an international, and a developed-country,
international analysis.

Eligibility

The notion of eligibility to rights has been firmly encoded in a variety of docu-
ments, from the Nuremberg Code to more recent United Nations declarations.
Nevertheless, it deserves to be restated, especially in light of continuing debates
that some individuals—current drug addicts, for example—may not enjoy cate-
gorical eligibility for certain HIV/AIDS-related resources, such as antiretroviral
therapy.

Some exclusion proposals are based on the proposition, now discredited, that
some individuals may not have the capacity to effectively utilize some forms of
treatment or participate in research. Antiretroviral therapy, indeed, can be compli-
cated, and demand a degree of personal volition and organization. Others have
suggested that where there are variances in treatment utilization, the underlying
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issue is not so much personal, or personally categorical differences, but differ-
ences in the degree and scope of social supports available to the individuals
involved, that will enable them to successfully manage therapy.

Both of these positions occlude a more fundamental, ethical position: that gen-
erally, rights are not behaviorally-earned, but existentially endowed. There are
exceptions, to be sure, made in various ways in societies around the world: a con-
victed murderer, for example, may lose her or his liberty, the right to vote, and so
on. But as a general rule, such expectations have not extended to health resources,
or since they are viewed as (1) more intrinsic, and (2) part of a bilateral ethical
relationship between the individual and society. That is, the highest ethical princi-
ples of many societies recognize that deprivation of health resources to individu-
als exacts a cost not merely to the individuals involved, but to society as a whole,
since there is a recognition that it debases the core humanity of all people to stand
by idly when health resources can be made available, but they are deliberately
withheld, to the individual.

When it comes to the question of “eligibility” for HIV/AIDS-related health
resources, therefore, it is difficult to name individuals or classes of individuals
who would not enjoy categorical eligibility. Exclusions, therefore, must be
viewed as intrinsically unethical and immoral.

While not an ethical considerations per se, it deserves to be said that exclusions
from eligibility would also be counterproductive from a public health perspective,
since, in essence, universal, stand-of-care treatment for all persons with HIV/AIDS
would substantially reduce global infectivity: treatment is, indeed, prevention, since
it lowers the amount of the virus that can be transmitted to others.

It also deserves to be said that there is likely to be widespread disagreement,
from ideological perspectives, about eligibility. Societies differ in their treatment
of, for example, prison inmates or gay men, and social policies within different
societies may justify exclusionary treatment. But it is equally important to under-
score the fact that exclusionary ideological justifications, where they exist, are
not founded upon exclusionary bioethics. Medical experimentation on prisoners,
or post-death harvesting, without consent, of the organs of prisoners who are
executed by the State, can find political apologists, but not bioethics apologists.
Again, there is no moral or ethical basis for exclusion of eligibility for
HIV/AIDS health-related reasons for any of the world’s citizens living with the
disease.

Resources

What a commonly-accepted agreement has been developed that articulates who is
eligible for human rights, we must articulate what the resources for which they
are eligible. Here, resource restrictions will confound the application of rights,
but the absolute availability of resources, and their allocation across populations
of eligible persons, may be a question of strategy or social justice than the more
fundamental question of rights. It will suffice here to identify those key resources
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that ought to be included in an inventory of rights, with regard to the question of
mechanisms for their distribution.

Commodities

Certain commodities comprise the basic list of “resources” associated with
HIV/AIDS. Those commodities certainly include a reasonably full list of the
medications or treatments that slow down HIV replication—antiretroviral
medications—as well as medications and treatments used to prevent or treat
opportunistic infections associated with HIV infection. There is an extensive and
growing list of such medications, and universal access has been constrained by
cost, but it is important to acknowledge that cost alone is not a prohibitive barrier:
it is within the capacity of national and international financing institutions, work-
ing collaboratively with pharmaceutical companies, to absorb those costs without
undue burden on the global community. What is lacking is the political will, par-
ticularly among governments in donor states: “For donor states the best option is
to bite the bullet and spend heavily not only on HIV/AIDS prevention, care, and
treatment, but also on development aimed at bringing the poor world into the
global economy, so that it might eventually derive sufficient wealth to pay for the
great expenses involved in coping with HIV/AIDS” (Garrett, 2005: 63).

The list of HIV/AIDS-related commodities to which eligible persons have
rights also includes an expanding list of prevention tools and technologies, most
specifically, latex condoms and barriers, but also more generally, family planning
tools. This list is likely to expand soon as effective microbicides, and even vac-
cines, are developed and deployed. The right to access effective prevention tools,
however, has been subject to wide variation in application; local ideology, which
can itself change over time, has created an uneven global patchwork of rights
applications, so that in some communities or regions condoms are readily acces-
sible to nearly all, while in others, they are actively discouraged and access to
highly restricted. These same variations are notable in availability of and access
to clean syringes and methadone maintenance therapy for opiate users.

While these constitute core rights-related commodities in relation to HIV/AIDS,
it must be addressed as well whether assurance of an individual’s right to those
commodities is sufficient by itself to ensure their adequate utilization. As has been
oft-noted, being able to secure a needed antiretroviral medication that requires
refrigeration doesn’t mean much unless the individual has a refrigerator. It is here
that the emerging and sometimes contentious debate about what constitutes
HIV/AIDS rights-related commodities is now most vigorous: while there is very
broad consensus that all people should enjoy access to adequate medical treatment,
and some consensus that prevention tools and technologies need to be available,
there is very little agreement about whether all eligible persons have shared rights
to the commodities that can make utilization of core commodities meaningful—
such as clean, decent housing; reliable transportation; and nutritionally adequate
food. Such disagreement is even seen in US domestic policy: while nearly
everyone agrees on the need to subsidize medications so that universal access can
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be achieved, there is far less concordance about whether there is a public responsi-
bility to subsidize HIV/AIDS-related housing, food, and transportation services
that will make availability of medications truly achievable. We must be careful not
to conflate the range of imperatives, in the fight against AIDS, into a single strate-
gic goal: providing drugs. As Barnett and Whiteside (2002: 364) have concluded,
“Treatment is not really the starting point of the problem; it is the end-state. To
always think about treatment is to remain distanced from the social and economic
origins of illness and well-being.”

Personal Freedoms

The second set of resources related to HIV/AIDS human rights includes an exten-
sive list of personal freedoms. This includes freedom of personal expression; the
freedom to form and maintain intimate relationships; freedom of association and
community affiliation; the freedom to make informed decisions about treatment
and prevention options (including the freedom to refuse treatment); freedom of
speech and protest; and the freedom to engage in consensual sexual behaviors.
These personal freedoms are, or should be, constrained by collective freedoms
only if those collective freedoms are founded on rational, scientifically-derived
principles. One does not have the freedom to work in a setting where there are no
people with AIDS, for example, because there is no scientific basis for fears of
infection through casual contact. But a person with HIV/AIDS might be legiti-
mately denied, through legal prohibitions, from having unprotected sexual inter-
course with others who do now know their status, because there may a legitimate
basis for concern about possible transmission, and a legitimate claim by the
second party to be able to make informed choices about personal risk.

Foremost among the personal freedoms associated with HIV/AIDS have been
freedom of personal expression—especially the freedom to express oneself in
ways that do not conform with dominant or traditional normative expectations for
male and female gender—and the freedom to engage in intimate, sexual relation-
ships of the individual’s choosing. Indeed, in many parts of the world, the exer-
cise of such freedoms places the individual at real and immediate risk of not
merely violence perpetrated by other individuals, but state-sanctioned violence
and murder as well. The curtailment of such freedoms has and will continue to
have a profound effect on our ability to mount an effective response to the global
HIV/AIDS epidemic.

Protections

The HIV/AIDS-related resources to which individuals have a valid claim to
access also includes a range of state- and community-enforced protections. This
is a slightly different resource than personal freedoms; one may enjoy the free-
dom of personal expression as a result of local community norms, but still be sub-
ject to violations of that freedom because of the lack of structural mechanisms
that will prohibit and sanction violations. Of particular significance in HIV/AIDS
is the presence or absence of local and national structural mechanisms that will
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protect the rights of women and girls, and of lesbian, gay, bisexual and transgen-
der persons. In terms of gender, laws about property rights, spousal and relation-
ship violence and rape, employment, education, mobility, medical and family
planning decision-making, and divorce will all have a profound affect on opportu-
nities to reduce HIV case rates among women and girls, and opportunities to treat
women and girls who are already infected. As Moodie (2000) has recently
suggested, the most important risk factor for women in Sub-Saharan Africa is
being married. If there is any truth at all to the assertion—and there almost cer-
tainly is—then we will be severely hampered in our ability to fight the epidemic
unless women and girls are guaranteed greater freedom and autonomy in social
relations, and in intimate relationships.

Contracts

The successful implementation of ethical and effective research requires a series
of relationships: between researchers and research participants; with local com-
munities; between developed-country and developing-country IRBs, and more.
Whether cemented by formal agreements—in the way informed consent agree-
ments might exemplify—or understood as a matter of informal agreement or
understanding, the availability of such contracts, defining and constraining the
limits and benefits of relationships, can be viewed as one of the resources to
which those who are eligible for HIV/AIDS-related resources (that is, everyone
who is infected) can be said to have a legitimate “right”” The WHO/CIOMS
guidelines, for example, address not only the urgency for research within commu-
nities in which disease is endemic but also the need to solicit personal consent
and the active engagement of community leadership; the need to work in collab-
oration with local public health authorities; the need to educate the community
fully about the aims of the research and potential hazards or inconveniences;
the need for multi-disciplinary review and auditing that involves community
participants; and the need to fully address the ethical dimensions of externally-
sponsored research (Council of International Organizations for Medical Sciences,
1993). While “protections” offer, as a resource, legal frameworks in which the
expectation of ensured human rights can be realized; “contracts” refers to trans-
parently established duties and aspirations that can guide the series of realizations
within which research unfolds. The right is two-fold: first, that such duties and
aspirations are articulated in the first place; and two, that their terms are clearly
available to all parties in the relationships mediating research.

We can and should wish, if eligibility for HIV/AIDS resources is universally
conceded, and if the commodities, personal freedoms, protections, and contracts
of which those resources consist can be reasonably guaranteed, that new, rights-
based relationships between unequal partners will begin to alter the fundamental
inequalities that now exist. The gaps—between donor nations and impoverished
nations; between powerful hegemonic Western medical and political discourse
and local knowledge; between the status of Western researchers and developing-
world research participants; between standards of care; and many others—are
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profound, and continuing to work “around” them, in the short-term, in order to
carry out short-term research objectives, will only continue to confound our
efforts to carry out research that is ethical in every respect, to the core. Baldwin
(2005: 289) anticipates as much when he asks, “Being optimistic, may we hope
for new relations between First and Third Worlds, partly prompted by AIDS?
Certainly the increasing recognition that the epidemic has international security
implications, that it threatens to destabilize a large part of the globe, encourages
the industrialized West not to ignore its developing cousins. The movement to
override market principles in the pricing of new medicines in the Third World
bespeaks an unprecedented—however limited—sense of international solidarity.
To be sure, public health issues, broadly speaking, are being recognized as
unsolvable within national borders.”
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Chapter 2

U.S. Regulations
and HIV-Related Research

The Development of U.S. Regulations Governing Research

Even from the earliest years of the 20th century, the medical literature has been
cognizant of the need for protections of humans involved in research. Osler in
1907 cautioned that humans were not to be used in experiments until after the
safety of a new drug or procedure was established in animals; that the full con-
sent of patient prerequisite to application of a new therapy; that patients
entrusted to the care of physician were not to be recruited for experimentation
unless the new therapy had the potential to result in direct benefit to patient; and
that the participation of healthy volunteers was permissible, subject to the
requirements of full knowledge of the circumstances and their agreement to
participate (Bynum, 1988).

Despite these cautionary notes, American history is replete with examples of
research that is unethical, not only by today’s standards, but even applying the
standards iterated by Osler. These include:

» Experimentation with female slaves to cause and repair vesico-vaginal fistulas
(Sims, 1894)

e Injection of sterilized gelatin into two young boys and feeble-minded girls
(Abt, 1903)

e Injection of tuberculin solution into more than 164 children less than 8 years
old, most in orphanage (Belais, 1910; Hammill, Carpenter, and Cope, 1908)

* Tuskegee Syphilis Study, 1932-1972

* Vanderbilt Nutrition Study (Hagstrom et al., 1969)

* Fernald State School Experiments, 1946-1953 (Welsome, 1999)

e University of Cincinnati Radiation Experiments (Welsome, 1999)

* Holmesburg Prison Experiments, 1956—1969 (Hornblum, 1998)

* Atlanta Malaria Experiments, 1946 (George, 1946)

* Diethylstilbesterol experiments, 1940s (National Institutes of Health, 1991)

» Willowbrook Hepatitis Experiments, 1950-60s (Beecher, 1970)

e Tearoom Trade (Humphreys, 1970)

15
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TABLE 2.1. Provisions of the Nuremberg Code

Voluntary consent is essential.

The experiment must yield fruitful results for the good of society.

The experiment should be based on the results of animal experimentation and a knowledge of the
natural history of the disease under study to justify performance of the study.

The experiment should be conducted to avoid all unnecessary physical and mental suffering
and injury.

In general, no experiment should be conducted where there is a priori reason to believe that death
or disabling injury will occur

Proper precautions must be taken to provide adequate facilities to protect the participant against
the risk of injury, disability, or death.

The experiment may be conducted by only scientifically qualified persons.

The participant may end the experiment.

The researcher must be prepared to end the experiment at any time.

Many of these studies were initiated or continued even after the promulgation
of the Nuremberg Code, formulated in response to the experiments conducted by
the Nazi physicians (Table 2.1). It was not until after the public exposure of the
Tuskegee Syphilis Study in 1972 and subsequent congressional hearings in 1973
that U.S. regulations on the protection of human participants in research were
completely revamped (Thomas and Quinn, 1991), resulting in greater explicit
protections for participants. These basic precepts have been modified somewhat,
as scientific research has become increasingly complex and as our understanding
of diverse cultures has become more sophisticated. As an example, the Helsinki
Declarations allow consent for participation in research to be provided by a surro-
gate in circumstances in which the individual lacks capacity to do so him-or her-
self. This is critical, for instance, in research relating to childhood disorders,
mental illnesses, and diseases such as Alzheimer’s, for if we needed the consent
of the individual him- or herself, we would be unable to conduct research into the
cause, treatment, and prevention of such disorders.

Ethical Principles Governing Research

Embodied within the Nuremberg Code are three basic principles: respect for per-
sons, beneficence, and justice. To these, some scholars have added a fourth, non-
maleficence, which is the corollary to the principle of beneficence. Their purpose is
ultimately to protect individuals from harm and to respect individuals’ autonomy.

Our concept of informed consent to participate in research derives from the
first principle of respect for persons. Valid informed consent requires that the
individual be provided with information, that he or she understand the informa-
tion provided, that the individual have capacity to provide consent, and that
the consent given be voluntary. In general, capacity requires that the individual
have the ability to evidence a choice, the ability to understand relevant informa-
tion, the ability to appreciate situation and its consequences, and the ability to
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manipulate information rationally. Voluntariness requires that the decision to par-
ticipate be free from force, coercion, duress, fraud, or misrepresentation.

The Integration of Ethical Principles into Regulation

Federal regulations have attempted to integrate into law the ethical principles that
were enumerated in the Nuremberg Code and subsequent international docu-
ments. The following is a partial listing of the regulatory and policy provisions
that reflect these principles.

* Federal Policy for Protection of Human Subjects: “Common Rule,” adopted by
17 agencies, Subpart A, Part 46, Title 45 of Code of Federal Regulations

* Food and Drug Administration, 21 CFR 314.126 (1985)

* FDA, Guideline for the Study and Evaluation of Gender Differences in the Clin-
ical Evaluation of Drugs (1993)

* FDA, Accelerated Approval of New Drugs, 21 CFR 314.500 et seq.

* FDA, Exception from Informed Consent Requirements for Emergency Research,
21 CFR 50.24

* NIH, Research Involving Impaired Human Subjects: Clinical Center Policy for
the Consent Process (1986)

* NIH, Report of the Human Embryo Research Panel (1994)

The “Common Rule,” mentioned above, requires that the following informa-
tion be provided to prospective research participants as part of the informed
consent process:

* A statement that it is research

* An explanation of purposes of study

* The expected duration of participation

* A description of procedures

* The identification of any procedures that are experimental

* A description of reasonably foreseeable risks or discomforts

* A description of reasonably expected benefits

* The disclosure of appropriate alternative treatments

* The extent to which the confidentiality of records will be maintained

* For research involving more than minimal risk, an explanation of compensation,
medical treatments

* An explanation of whom to contact with any questions relating to the study

* A statement that participation is voluntary and that the participant may discon-
tinue his or her participation at any time without penalty or loss of benefits to
which otherwise entitled

Additional elements of information may be provided, including statements indi-
cating that treatment may involve unforeseeable risks, the circumstances under
which participation may be involuntarily terminated, any additional costs to par-
ticipant, the consequences of a participant’s decision to withdraw, a statement that
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significant new findings will be provided to participant, and/or the number of
participants in study.

In addition to enumerating the requirements for informed consent, the regula-
tions also establish the requirement for review of research protocols by institu-
tional review boards, their composition, and requirements for documenting their
procedures and decisions. Importantly, the regulations specify the primary mission
of the institutional review boards: to ensure that risks of the research outweighed
by the anticipated benefits, to ensure that the rights and welfare of research partic-
ipants are protected, and to ensure that informed consent will be obtained by
adequate and appropriate means.

Special protections are also enunciated for pregnant women, children, and pris-
oners. These protections range from the inclusion on the reviewing institutional
review board of individuals with specified expertise, such as in the case of
research with prisoners, to increasing requirements for valid consent as the level
of risk involved increases in the case of research involving children.

Ensuring Compliance

Federal regulations also set forth various provisions designed to ensure compli-
ance with the regulations and the ethical principles that they embody. The mis-
use of human participants in research falls within the jurisdiction of the Office of
Human Research Protections (http://www.hhs.gov/ohrp/policy/). (Regulations
also address scientific misconduct, which refers to the “fabrication, falsification,
plagiarism, or other practices that seriously deviate from those that are
commonly accepted within the scientific community for proposing, conducting,
or reporting research.” A discussion of scientific misconduct is beyond the scope
of this text. The issue of scientific misconduct is overseen by the Office of
Research Integrity; interested readers are urged to consult the website at
http://ori.dhhs.gov/misconduct/index.shtml for information.)

U.S. Regulations and HIV Research

Enhanced Protections

The protections provided by the regulations may be particularly important in the
context of HIV-related research. Having AIDS or being HIV-positive is often a
stigmatized condition because it is “an enduring characteristic that relegates an
infected individual to a socially recognized, negatively evaluated category”
(Herek, 2002: 595). Those with HIV are stigmatized because HIV infection is
often perceived to be the result of the individual’s own behavior, such as in the
case of male-male transmission or injection drug use; because the condition is
fatal and incurable; and because the condition is believed to pose a risk to others
(Herek, 2002). Those who are infected may attempt to “pass” in an effort to
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avoid the potential social and legal consequences associated with being infected
(Goffman, 1963).

It is not surprising, then, that various policy statements, specific to the conduct
of HIV-related research, have been issued by the federal government to supple-
ment the regulations. Many of the cautionary notes contained in these policy
statements underscore the importance of confidentiality in the conduct of HIV-
related research. The former Office for Protection from Research Risks issued in
1984 policy guidance for institutional review boards reviewing HIV-related
protocols (United States Department of Health and Human Services, 1984). This
document urged that HI'V-related protocols include provisions to

* Inform research participants of positive antibody tests

* Inform research participants of significant new findings developed during the
course of the research which may relate to subjects’ willingness to continue to
participate

* Advise participants of the limits of confidentiality

* Separate identifiers from the data collected for the study, with linkage restored
only when necessary to conduct the research

* Provide that no lists be maintained of individuals declining to participate in the
research

* Minimize the recording of data from the studies in individuals’ medical records

* Advise study participants of any local laws that may require the disclosure of
AIDS status prior to their volunteering for the study

* Establish procedures for information disclosure in emergency situations involv-
ing the health either of research subjects or others

* Establish procedures for responding to requests by third parties who have author-
izations for disclosure of information signed by subjects (United State Department
of Health and Human Services, 1984).

In addition, the guidance provided to IRBs stressed in particular, three ethical
issues to be addressed: (1) fairness in the distribution of the risks and benefits of
research, such “that age, competence, experience, education, position, lifestyle,
etc., are not used to determine eligibility for entrance into a study unless these
factors are necessary for the research design;” (2) the maximization of benefits
and the minimization of harm, requiring that special care be taken to prevent
accidental or careless disclosure of information that could result in harm to the
participant; and (3) that the rights of potential research participants to make
informed judgment be respected through appropriate provisions of the informed
consent procedure.

Subsequent policy statements issued by the Public Health Service (PHS) provide
that, in research conducted or supported by the PHS, individuals must be informed
of their HIV serostatus and be provided with appropriate counseling unless “there
are compelling and immediate reasons that justify not informing a particular indi-
vidual that he or she is seropositive,” in which case the IRB must be informed; it is
required by the protocol; or a variation is required for research conducted at foreign
sites (United States Department of Health and Human Services, 1988).
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Exceptions based on the protocol design require that the investigator demon-
strate to the IRB that

(a) research subjects will be informed of their risk of infection; (b) research subjects will
receive risk reduction counseling whether or not they receive their test results; (c) there is
good reason to believe that a requirement for test notification counseling whether or not
they receive their test results; (c) there is good reason to believe that a requirement for test
result notification would significantly impair collection of study information that could not
be obtained by other means; an (d) the risk/benefit ratio to individuals, their partners, and
society will be periodically reevaluated by the IRB so that the study might be revised or
terminated if it is determined that it is no longer justifiable to allow subjects to continue to
participate without receiving their HIV test results (United States Department of Health
and Human Services, 1988).

Exceptions to the policy based on protocol design or specific circumstances at
foreign sites require review and approval by the head of the appropriate agency,
following receipt of IRB approval.

A further amendment to these policies was promulgated on 1990 to provide for
sex- and needle-sharing partners of HIV-infected infected persons of their expo-
sure to HIV (United States Department of Health and Human Services, 1990).
The policy applies only to clinical activities conducted at PHS facilities that are
conducted by PHS personnel, where there is a physician-patient relationship or
other provision of health care. These facilities include the NIH Clinical Center,
hospitals and clinics of the Indian Health Service, and other PHS facilities that
conduct similar clinical activities. The policy further suggests that this be carried
out whenever possible in conjunction with local public health authorities.

Where is Justice?

The regulations as currently formulated provide significant guidance with respect
to the requirement that individuals be afforded adequate information on which to
base a decision regarding participation in research. Special protections are pro-
vided for some classes of persons who may be especially vulnerable due to a lack
of capacity or coercion. Institutional review boards are charged with the responsi-
bility of assuring that the risks of participation are outweighed by the potential
benefits of the research. What the regulations and policy statements fail to do is
(1) provide guidance on how to operationalize the principle of justice, apart from
advising institutional review boards “that age, competence, experience, educa-
tion, position, lifestyle, etc., are not used to determine eligibility for entrance into
a study unless these factors are necessary for the research design” (United States
Department of Health and Human Services, 1984) and (2) provide guidance on
the relative weight to be afforded to each of the underlying ethical principles in a
given situation in which the maximization of these principles appears to be in
conflict.

The Belmont Report (National Commission for the Protection of Human
Subjects of Biomedical and Behavioral Research, 1979: 7-8) noted
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Justice is relevant to the selection of subjects of research at two levels: the
social and the individual. Individual justice in the selection of subjects would
require that researchers . . . not offer potentially beneficial research only to some
patients who are in their favor.

Injustice may appear in the selection of subjects, even if individual subjects are
selected fairly by investigators and treated fairly in the course of research. This
injustice arises from social, racial, sexual, and cultural biases institutionalized in
society. . . .

Although individual institutions or investigators may not be able to resolve a
problem that is pervasive in their social setting, they can consider distributive jus-
tice in selecting research subjects.

One must question, though, whether this operationalization of justice is suffi-
cient in view of the lack of universal health care coverage and the likelihood that
a portion of study participants will be unable to access the standard of care pro-
vided to them during the course of a study due to a lack of any or adequate health
care coverage.

The second question relating to justice is best explained by way of a real-life
example. It was reported that a sex worker in a research study suffered complica-
tions during the labor and delivery of her infant. The fetus dies in utero and, lack-
ing funds and relying on the advice of the birth attendant, the sex worker delayed
seeking medical care. Her peers found her several days later near death. They col-
lected sufficient funds to pay for her emergency caesarean section and one day’s
worth of antibiotics, after which the funds were exhausted. They approached the
expatriate investigator from the U.S. for additional funds to pay for more antibi-
otics; he/she contributed the equivalent of US$10. The sex worker dies before the
antibiotic treatment was resumed. The investigator was reprimanded by the insti-
tutional review board for having provided the funds for antibiotics, believing that
this was coercive (Fitzgerald and Behets, 2003).

This situation illustrates the tension that may exist in attempting to simultane-
ously maximize two ethical principles: that of voluntariness, to ensure that indi-
viduals do not make a decision to participate that they would not otherwise
because the potential incentives are too good to refuse, and that of beneficence, to
maximize good and minimize harm. Fitzgerald and Behets (2003: 68) reject the
legitimacy of this result, arguing that our

system of ethics regulation has truly arrived at an Orwellian state when an ethics commit-
tee reprimands a health-care professional for providing care to a dying sex worker, when
fear of coercion takes precedence over the imperative to save a human life. . . .

Rather, they argue, HIV prevention investigators enter into a relationship with the
participants who they enroll and, consequently, also enter into their world of suf-
fering and social injustice. Investigators must, consequently, define and prioritize
their responsibilities within the social context of their research participants and
their research (Fitzgerald and Behets, 2003).
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Chapter 3

The Informed Consent Process

Introduction

On the morning of June 10, 1964, the United States Senate began—after a series of
impassioned speeches—the roll call for cloture on a filibuster against the proposed
Civil Rights Act. When the clerk reached the name of Senator Clair Engle of
California, and called out his name, there was silence in the chamber. The Senator
was mortally ill with a brain tumor, and was unable to speak. But he was present,
and wanted to cast his vote. Raising a crippled arm, he pointed to his eye—to
signify “aye.” The filibuster was ended by a four-vote margin, and nine days later
the Senate approved the Civil Rights Act itself—one of the most significant
legislative actions of the 20™ century.

This is not an anecdote about informed consent per se, but it is a story of the
fluidity and contextuality of consent, assent, affirmation, or approval generally—
and one with enormous potential consequences. In the U.S. Congress, there are
no rules or protocols governing how Member decisions, under uncertain circum-
stances, are validated or authorized. Within the vacuum created by the absence of
rules, the body has, over the years, made numerous adaptations, based on infor-
mally shared understandings of what is acceptable. It may well have been that
Sen. Engle was complaining of eye or head discomfort and so signifying by
pointing to the discomfort; it may have been that Sen. Engle was trying to say,
“I'm watching this vote with great interest”; it may have been an involuntary
movement of his arm. All of these interpretations, and many more, are possible.
What is important, however, is that his signal, by universal agreement, was inter-
preted as a “yes” vote to end the current filibuster and move the Civil Rights Act
forward.

Such an interpretation, though enormously consequential, could hardly meet
the more specific tests that should be met in securing informed consent for med-
ical research; nor could such an interpretation adequately address the underlying
principles upon which current understandings of informed consent for medical
research rests. But it does highlight the multiplicity of meanings that confound
the effort to secure consent or agreement, even under the application of rigid rules

23
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for doing so. Consent, as an ideal, is easily understood; as a condition that has or
has not been met, it is or can be maddeningly unreliable.

The classical principles of research ethics—autonomy, beneficence, justice,
universality, and rationality—remain highly instructive. “Autonomy”—from the
Greek, meaning, self-rule—is dependent on the notion of personhood, which in
the present-day American context means individual rights, self-determination,
and privacy (De Craemer, 1983). Beneficence obliges the researcher to a relation-
ship that will or has the potential to benefit individuals or classes of individuals
or, at the very least, does not cause harm. Justice is predicated on the researcher’s
duty to help allocate either resources or burdens, among all people, in a way that
is fair. Universality — or reciprocity — limits the researcher to acts that he or she
would be willing to have performed on him/herself under similar circumstances.
Rationality limits the researcher to acts that can be logically reasoned and justi-
fied and numerous codes, guidelines, protocols, laws, and practice requirements
help elucidate—and at the same time, demand further clarification.

The Nuremberg Code requires, as a precondition for consent, that the person
must “1) be so situated as to be able to exercise free power of choice; 2) have the
legal capacity to give consent; 3) have sufficient . . .comprehension to make an
enlightened decision; and 4) have sufficient knowledge on which to decide”
(In Lebacqz and Levine, 1982: 757). But arguably, in many realms of HIV/AIDS
research, these preconditions may not be fully met, and informed consent does
not exist or has not existed: the precondition of “free power of choice,” alone,
would, on the face of it, have the capacity to potentially exclude all women in all
gender-stratified societies (and there are many) where women are not free to
make autonomous choices about their own bodies; or would, on the face of it,
have the potential to exclude as research participants all those individuals who
elect to join a trial because of the free health care offered for participation in that
trial—an inducement that could be said punish non-involvement in clinical trials
by withholding health care. Much more demands clarification and definition,
including a workable understanding of “autonomy” that serves as a precondition
for the Nuremberg requirements.

The Helsinki Declaration provided further guidance on ethical considerations
related to biomedical research, as did the 1974 National Research Act, and the
Belmont Report. Because of the rise of several forms of knowledge in the past
several decades—anthropological understandings of cross-cultural communica-
tion; feminist understandings of power and coercion in male/female relation-
ships, or within male-dominated societies; post-modern critiques of the power of
medical authority in relation to the patient; cultural criticism that explored
inequality and identity in terms of race, sexual orientation, and age; and analyses
by political economists who scrutinized power relationships between peoples
and national bodies, and the degree to which representative individuals reflected
macrocosmic relations in their microcosmic interactions—all these, and more,
have, at the same time, offered powerful and needed interrogations of biomed-
ical ethics, and thoroughly muddled the application of bioethical principles in
field practice.
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The Bioethical Principles

Autonomy

The first challenge is the notion of autonomy itself. Some languages, such as
Bantu, do not include a term that adequately corresponds to the English word
“person,” which seems, at least at first blush, to invalidate, at least in Western
eyes, the notion of “the self” upon which personhood, and therefore autonomy,
depend (De Craemer, 1983). Thus, “the notion of who gives informed consent—
heads of households, elders, individuals persons, the tribe, the ministry of health,
or the government—needs to be asked with cultural sensitivity,” and, one might
add, with a willingness to adopt flexible protocols that will ensure that fundamen-
tal principles of consent, and cultural styles and norms, are both equally respected
(Barry, 1988).

Faden and Beauchamp (1986: 238) contend that “X acts autonomously only if
X acts 1) intentionally, 2) with understanding, and 3) without controlling influ-
ences.” But “without controlling influences” is a vast and subjective territory; for
many of the world’s girls and women, “controlling influences” are extensive, and
reside everywhere from the intimate chambers of domestic life, to the local or
national chambers of certified law and authority.

Respect for autonomy implies that individuals are different in a variety of
ways, including how, and on what schedule, they make decisions, and communi-
cate those decisions to others. Respect for autonomy also requires a profound
appreciation for individuals with categorical vulnerabilities—children, the frail
elderly, and so on—and with individual vulnerabilities: cognitive and emotional
differences, and so on. Key to informed consent while conducting research in
international settings is researcher respect for the notion that “autonomy” in many
contexts may include an “enlarged self,” a concept that is historically at odds with
Western individualism, but not at all at odds with the core principle of respect for
autonomy, since such respect also implies respect for how different individuals
may variably define their own sense of autonomy.

Tindana, Kass, and Akweongo (2006) explored the role of community leaders
in the consent process, the issue of trust, perceptions about the consent process,
and participant beliefs about the benefits of research. In particular, research par-
ticipants acknowledged the role of community/tribal leaders in “authorizing”
consent for a community. One traditional chief explained that role not merely as
one of authority, but responsibility as well: “It is because I own the land and
I look after the people. I am the chief so if [researchers] come and do bad work
and there is a quarrel, it will not be good . ..” (Tindana, Kass, and Akweongo,
2006: 3). The authorizing role of community leaders, however, does not allow the
chief to compel participation. As one male participant said: “When the chief
informs us and we don’t want to participate, we can refuse. If you agree with the
chief then you can participate, that is when you agree but if you don’t want, he
won’t force you.” Remaining unexplored in this study, however, are the various
forms of coercion that lie on a continuum; between compulsion and prohibition,



26 3. The Informed Consent Process

there are a wide number of mechanisms community leaders can use to influence
individual decisions to participate. Also unexplored is how “authorization” com-
bines with gender, age, and other differences; presumably, and quite possibly, the
word of community leaders could carry more or less weight, depending on who
the leader is “authorizing.”

All of the female participants in the study reported consulting with their hus-
bands before participation. By itself, that tells us little, unless compared to
the degree with which male participants consult with wives before participating
in the study. More significant is the varying accounts women gave about those
consultations—the degree to which husbands directed the decision. As one
woman said, “T will go and tell my husband that the [researchers] have come to
ask me to join their study and so I want to let him know about it and if he says |
should go then I will go, but if he refuses, I won’t go.” Another woman, however,
reported that “I make that decision and then my husband will also agree and then
he will ask me to participate. If I don’t want to participate, my husband cannot
force me to participate.”

For Moodley, cultural differences are significant: “The important concepts
of informed consent, risk/benefit ratio and fair treatment of trial participants
are interpreted differently in traditional, rural African communities, where a
moderate form of communitarianism referred to as ‘Ubuntu’ or ‘communalism’
is still prevalent” (Moodley, 2002: 197). As a practical strategy—since consent is
still vital, but may be mediated through a community context—the provision of
waiting periods might address both universalist requirements and local condi-
tions: after explanation of a consent form, a potential research participant might
be given a period of time to think it over, and presumably, consult with others,
before signing.

Respect for autonomy also requires the researcher to make allowance for cog-
nitive, emotional, and sensory differences—for interpretive and communication
variables. Presentation of information in a variety of formats may be required, as
well as adequate, pre-consent education.

Beneficence

Concern for enhancing benefits and nullifying harm has taken on heightened sig-
nificance in the case of HIV/AIDS, on both a small scale (the individual) and a
global scale (development and deployment of new medications, and diffusion of
the highest standards of care). The urgency of the epidemic itself, combined with
widespread political activism to reduce scientific and governmental “red-tape” or
barriers to care access, have accelerated research and the development and
deployment of new treatments: there is enormous pressure, with so many of the
world’s people with HIV/AIDS still not receiving treatment, to move efficacious
medications out of trials and into bodies as soon as possible, and to make avail-
able, to all, the medications already proven to be effective. But on the global level,
there is a lingering awareness, that has ebbed and flowed over the course of the
last 25 years, that pricing, marketing, and legal actions (especially as they relate
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to patents and intellectual property in general) on the part of a relative handful of
Western-based pharmaceutical companies can have a significant, trickle-down
affect on benefit/harm ratios for people with HIV/AIDS “out there,” especially
those living in the most resource-poor parts of the world. The nature of
HIV/AIDS as a truly global epidemic, and the powerful forces of globalization
itself, have forced us to think about the complex relationships associated with the
principle of beneficence as it relates to HIV/AIDS.

For example, research participants from both developed and developing coun-
tries, as well as researchers from developing countries, may not be cognizant of
the financial arrangements and market implications of the research they are
involved in (Thomas, 1998). And research participants are generally unaware of
their role in a process that might constitute a kind of product endorsement. While
pharmaceutical companies may invest financial capital (and take financial risk) in
research, that could result in significant profit for the companies, research partic-
ipants invest significant human capital (and take personal risks), but do not partic-
ipate in an equitable allocation of those profits. If financial investors are not
bound by a requirement that dictates that their motives must be purely altruistic,
human capital investors should not be expected to be required to be purely
altruistic, either.

Controversies related to “harm’ have been addressed elsewhere in this volume,
especially in the use of placebo-controlled studies. Opinion about the ethics of
placebo control ACTG 076 studies have varied, and not just among developed
country researchers. Salim S. Abdool Karim (1998: 565), a South African
researcher, concluded

Although the ACTG 076 regimen of therapy is the standard of care in some countries, it is
not the international standard, such as set by the World Health Organization. Providing
high-quality care to the control arm without providing the ATGC 076 regimen of zidovu-
dine cannot then be construed as causing undue risk or harm to the study participants.
No therapy that they may otherwise receive is being withheld from study participants . . .
It is, therefore, my opinion that the placebo control arm is ethically justifiable.

The gold standard in clinical trial design remains the randomized controlled
trial (RCT), in which research participants are randomized to two or more treat-
ment arms and followed until a predetermined outcome or clinical endpoint has
been achieved. To further prevent bias or contamination, some trials are con-
ducted as double-blinded trials, in which neither the researcher nor the research
participant knows which treatment, or arm, the participant is participating in. In
an RCT, a new or experimental treatment is compared with a control treatment
(the current standard for any particular illness). In the absence of a ‘“standard
treatment,” the new or experimental treatment can be compared to either observa-
tion or placebo. Many believe that placebo controls are unethical for life-threaten-
ing conditions, or if there is an effective, available treatment that can prolong or
improve life or health. Placebo-control trials, however, can be ethically justified
for non-threatening conditions, as long as the research participant has been fully
informed (1) about alternative treatment, (2) that the proposed treatments will not
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increase the risk of mortality, and (3) there will be no irreversible harm to the
participant (Pitler, 2002).

The challenge, again, is communicating what may be viewed as complicated
and culturally “foreign” concepts about benefits and harms to individuals in inter-
nationalized settings, and doing so in a manner that also respects the need for full
disclosure of other, macrocosmic “benefits” and “risks” to which the individual,
however remotely, may be a participant—full disclosure, in other words, of the
investments all actors are making, and the possible profits (better personal health,
enhancing market share and earnings) they seek to realize. Some commentators
have offered general suggestions. Kilmarx and colleagues (2001), for example,
have made the following recommendations for ensuring informed consent:

1. conducting a comprehension assessment before conducting clinical trials,

2. training of staff on communication and counseling, and the absence of
language and cultural barriers,

. easily readable and understandable language in consent forms,

. utilization of special media, such as video, to help inform participants,

5. ongoing notification of participants that they are free to leave the study at any

time, and
6. data collection to monitor participants’ understanding.

O]

These same recommendations are relevant to the conduct of research and the
informed consent process in U.S.-based HIV/AIDS research.

To these, more narrow guidelines concerning methodology, one could add the
more specific requirement to communicate key content, which would, at mini-
mum, include (1) the nature of the research being conducted and its anticipated
benefits and risks for the individual, and, (2) the planned investments and antici-
pated benefits for other parties involved, including industry, government, interna-
tional bodies, and others. It is troubling to recognize that there is still no
significant discussion of the possible right a research participant might have to
know that others can stand to amass benefits or suffer losses as the result of the
research participants’ investment of his or her body.

Justice

Justice, as a generalized obligation to assist in the fair allocation of resources and
burdens, is a much more difficult concept to apply, in no small measure because
the definitions of distributive justice, and how it is to be instituted, vary consider-
ably. The Rawlsian conception of the difference principle—

The difference principle represents, in effect, an agreement to regard the distribution of
natural talents as in some respects a common asset and to share in the greater social and
economic benefits made possible by the complementarities of this distribution. Those who
have been favored by nature, whoever they are, may gain from their good fortune only on
terms that improve the situation of those who have lost out (Rawls, 1999: 87).

—intrinsically supports an equality of benefits that is not widely assured in cur-
rent HIV/AIDS research, for reasons stated previously: profits are not shared
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equally in a macrocosmic analysis. But it may very be that profits secured as a
result of financial investments, professional progress secured as a result of intel-
lectual investments on the part of researchers, and health benefits secured as a
result of physical investments by research participants (bodies in trials) all
achieve a relative equality, if—and it is a substantial pre-condition—the essential
Rawlsian requirement for justice has been met:

All social values—liberty and opportunity, income and wealth, and the social bases of self-
respect—are to be distributed equally unless an unequal distribution of any, or all, of these
values is to everyone’s advantage [emphasis added.] (Rawls, 1999: 54).

What the application of a principle of justice argues for most clearly in the case
of informed consent is transparency and negotiated risks and benefits; that is,
“justice” necessitates that each party to the research for which informed consent
is sought understand, and consent to, the multiplicity of risks and benefits, invest-
ments and profits, of which the research is constructed.

There is a reasonable argument to be made for this position; operationalizing
such transparency and negotiated terms, however, would no doubt be met with
considerable resistance. Let us suppose, for example, that the hypothetical phar-
maceutical company PharmaCom is providing funding to a researcher, Dr. Smith,
to conduct clinical trials on the clinical effectiveness of a new antiretroviral med-
ication, and that the research is to be conducted in Tanzania. Let us also suppose
that all other ethical conditions and reviews have been satisfactorily met, that the
terms under which informed consent is to be sought and secured, for Tanzanian
research participants, have been developed with the highest regard for traditional
ethical questions involving consent. But let us also suppose that 1) PharmaCom is
the target of current international product boycott, because of pricing and market-
ing practices that have made AIDS medications more difficult to access, and/or
that 2) Dr. Smith, herself, came under particularly strong criticism by US and
international bioethicists for her role in conducting a placebo-controlled study of
interventions designed to prevent perinatal transmission of HIV — a study that
some bioethicists compared to Tuskegee. Do the research participants in the
planned Tanzanian study have the right to know such information, and if so, do
researchers have a positive obligation to ensure that such information is known,
before informed consent is satisfied? Would the answer be the same, or different,
if the potential research participant were residing in the United States?

Such questions have not been adequately considered, and deserve further dis-
cussion. One can reasonably predict that most Americans would agree that they
have a right to know certain information about the practice history of their physi-
cian, and certain information about the financial or management practices of their
health care institutions—these anticipated claims of rights, then, ought to be
extended to research settings, and globally. But they are not.

The principle of justice, more narrowly, obligates the researcher to provide full
information, and ensure comprehension of that information, about the specific
research study in which the participant is being asked to enroll. Potential benefits
must be reasonably explained, but without guarantees. Potential harms, on all
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levels, must be elucidated. Participants must be fully informed of their right to
leave the study, and the benefits and risks that will maintain at any point of study
participation, including the risks and benefits that will likely exist if the partici-
pants elect an early withdrawal. And particularly in the case of HIV/AIDS, when
study participants often receive free medical care and monitoring while involved
in the study, participants must be fully informed of what access to care, if any,
they will receive after the study is concluded.

Universality/Reciprocity

The key problem in the application of the principle of universality to HIV/AIDS
is “under similar conditions.” Similar, as in “living in poverty in Tanzania,” or
similar as in “living with HIV infection”? The higher standard will of course be
met with the latter similarity, and it is, generally, the universality that should be
applied. There is no reason to conclude that an ill person, anywhere in the
world, desires any less passionately the fullest possible health that she or he can
achieve. But the more specific question of whether or not the principle of
universality has been met when an HIV + Tanzanian considers enrolling in a
US-sponsored clinical trial is much more difficult to ascertain, for the reality of
power relationships (both symbolic power and resource power) is always
present in that

[m]edicine is not the simple administration of culturally or morally neutral procedures and
technologies. Western medicine reproduces a cultural order, and in its dealing with the
needs of the nonwhite, the nonmale, and the non-Western, medicine is beset with problems
generated by its own hubris and perceived universalism (Fortin, 1991: 18).

Here, as elsewhere, the debate between relativist and fundamentalist perspectives is
again renewed. Lisa Newton (1990). contends that the assumption that the informed
consent requirement is itself a universal ethical standard constitutes ethical imperi-
alism at its worst. Ruth Faden and Carol Ijsselmuiden argue the opposite: “Appeals
to cultural sensitivity . .. are no substitute for careful moral analysis. We see no
convincing arguments for a general policy of dispensing with, or substantially
modifying, the researcher’s obligation to obtain first-person consent in biomedical
research in Africa.” They go on to suggest that relativist perspectives may “have
relied on limited and dated anthropologic literature that does not reflect the rapid
cultural changes brought by colonialism and independence, warfare, and urbaniza-
tion,” and, it could be added the powerful capacity of globalization to hegemonize
Western cultural values” (Faden and Ijsselmuiden, 1992: 833.) We might add, in
light of the earlier discussion about justice, that there does not seem to be any
convincing argument for a policy that attenuates the content of consent outside
Western territories; that is, whatever information (about personal risks and benefits,
about institutional risks and benefits, and so on) deemed necessarily disclosable to
research participants in US and European settings must also be deemed necessarily
disclosable everywhere else in the world.
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At the least, scientists must take care not to allow the provision of “under sim-
ilar conditions” to serve as an ethical caveat that permits the impermissible. “Des-
peration,” after all, is a condition, and one that would induce the average person to
engage in, or concede to, sometimes horrific acts in order to find some escape.
And the combination of brutalizing poverty and mortal illness would, for many of
the world’s people so circumstanced, certainly qualify as desperation. Actions the
individual concedes to, ought of a relative position of powerlessness and per-
ceived or real choicelessness, must but subject to strict ethical interrogation.

Rationality

The assurance that a proposed study is predicated on sound and logical scientific
thinking and understanding will generally be located in the research proposal
itself, and review processes—whether initiated by governments-as-funders, or
industry-as-funder—will be particularly keen to scrutinize the logic, since they are
also to be asked to make resource investments based on that logic. But the conduct
of research in international settings must also recognize forms of knowledge or
rationality, and consider the impact that divergent forms will have on the proposed
of informed consent.

It is a reasonable expectation, that as part of the process of informing for con-
sent, that researchers would and should attempt to impart the basic theoretical and
mechanical/physiologic bases upon which a proposed study is founded, and that
the research participants, in consenting, can attest to a meaningful personally
meaningful understanding of those bases. But there is no doubt that the transfer of
conceptual knowledge as one of the responsibilities inherent in informing for
consent can be a challenge, especially if there is no simple correspondence
between conceptual knowledge sets in cross-cultural settings. For example,
it may be extremely difficult in some contexts to convey an understanding of the
concept of randomization, particularly in contexts in which the understanding of
disease differs from Western scientific theories. According to Christakis (1988),
in such circumstances it may be impossible to obtain truly informed consent.
Difficult; sometimes yes. “Impossible” has yet to be proven.

Much the preceding would seem to argue for something that, in the end, looks
less like “informed consent” as a static, achieved condition; and more like “educa-
tion for co-participation in research” that looks more like an evolving, bilateral,
sequenced, culturally competent process that rests on a fundamental equality of
partners, and a consequent equality of a full range of rights in the implementation
of the research itself—a process that, to be sure, includes necessary verifications of
ethically-derived “consent” for the narrow purpose of proceeding with a proposed
study, but that does not truncate that process, or the ethical interrogations attached
to the process, in the interest of “getting the job done.” To a number of observers,
the evolving research environment has had the effect of “reducing consent” to “a
participant’s signature on a form obtained before study enrollment” (Kass, Sugar-
man, and Schoch-Spana, 1996; Sugarman, Popkin, Fortey, and Rivera, 2001).
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But what if the signature on a page, or the gesture toward an eye to signify
agreement, were but one platform in a more elaborate, multi-layered architecture
of the informed consent process, one that, to bring forth John Rawls again,
viewed not merely material resources, but knowledge itself as common property?
Would not we seek, under such conditions, to carry out much more “informing,”
more nuanced informing, more identity-sensitive informing, and more informing
that exposed the multiple bodies of knowledge, institutional relationships,
resource allocations, reciprocities and exceptions, that invariably underlie,
directly or indirectly, the proposed research in question? And for whom, other
than those who would seek to ration and apportion such knowledge, and thereby
apportion the resources and power that may and often does extend from such
rationing, would object?

Practice

Woodsong and Karim (2005) have outlined a useful conceptual framework, based
on the experience of the HIV Prevention Trials Network funded by the National
Institutes of Health, that can serve as a useful template for developing and manag-
ing ethical issues related to informed consent. It is based on a “principled
approach to working in partnership with communities . . . to facilitate the 2-way
communication required to achieve mutual understanding of research endeavors”
(Woodsong and Karim, 2005: 412).

The model addresses a pre-enrollment phase, the enrollment phase, and post-
enrollment. The pre-enrollment phase includes “activities conducted to determine
how to convey research protocol concepts, recognize community concerns about
HIV, and respect community norms and expectations for individual versus group
decisionmaking” (Woodsong and Karim, 2005: 412), including involving com-
munity leaders and stakeholders in informational meetings that introduce the pro-
posed research; involvement of community representatives in pilot activities
designed to test knowledge and understanding assumptions; and the solicitation
of core concerns or clusters of concerns originating from the community. Con-
crete tasks include the development of draft consent forms and supporting docu-
ments, and testing of consent verification.

With the increasing and increasingly valid concern about verification of true
understanding and unencumbered consent, there is a parallel concern about the
development of consent forms and supporting documents that have linguistic and
literacy integrity—materials that are not merely appropriate, but effective, for the
intended audience of prospective research participants. Pre-enrollment testing of
materials and protocols allows researchers to identify gaps between intended
understanding and actual comprehension. While the growing length of docu-
ments has been a concern, this should not be permitted to trump the more funda-
mental goal of comprehension (Institute of Medicine, 2003).

Providing that adequate educational activities have been outlined in the pre-
enrollment phase, and that consent forms and supporting documents and strategies
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have been developed as the result of an interactive, inclusive community-
researcher process, the enrollment phase should address strategies for explaining
and securing consent. The use of a variety of explanatory formats, combined with
waiting periods after explanation and other approaches, can help ensure cultural
and gender-based sensitivities. While researchers may be limited by the fact that
many research sponsors now insist on the use of standardized consent forms, they
can be viewed as a floor rather than a ceiling; the signature, in most cases, is not
insufficient, even if it meets legal obligations. Normal rules for verifying cultural
and cognitive sensitivity—such as back translation of local-language translation,
gender-specific focus group reviews, and the like—should apply as well.

In the process of authorizing specific forms as valid or invalid verifiers of true
consent, we should also scrutinize the role that the form itself, or the interactions
that precede the form itself, may or may not play in the lives of individuals.
Tindana’s, Kass’, and Akweongo’s (2006) study, for example, asked research par-
ticipants about their perceptions of informed consent, and at least one aspect of
their findings deserves more exploration: the way in which some research partici-
pants found meaningful value in a copy of the signed consent form itself. A few
said the consent forms “would always remind them that they had taken part in the
study, suggesting that they valued the forms, even if they did not understand them.”
Additionally, for some participants, “the consent form not only symbolized partic-
ipation in the research but also was viewed as a ‘ticket’ for future research bene-
fits” (Tindana, Kass, and Akweongo, 2006). These are powerful, extra-legal
meanings, and the symbolic power of the form itself needs to be more carefully
examined, through an ethical lens, as an incentive for research participation.

But if, as indicated before, informed consent is not viewed as a static, achieved
condition, but rather as an evolving, ongoing process with clearly recognizable
benchmarks (such as the necessary signature on the necessary form), then post-
enrollment is critical, and implies that the researcher is still obliged to attempt to
deepen participant understanding of the multiplicity of issues related to, and pre-
ceding, the study in question. As Woodsong and Karim (2005) note, it is critical
that comprehension of informed consent be maintained throughout the study
period but, even further, the researcher’s obligation to engage in a bilateral
process of sharing multiple knowledges, with participants and participants com-
munities, should not be limited to the chronology of the study:

We argue that attention to both individual and community contexts, over time, is necessary
to achieve the spirit [emphasis ours] of informed consent—a reflection of respect for indi-
viduals and autonomy. Working with community members can aid in the creation of a con-
sent form that is comprehensible to potential participants and an informed consent process
that remains active throughout the study. In addition, it can contribute to a process that
addresses potential issues such as undue inducement, psychological risks, lack of aware-
ness of the Western scientific model, and differences in concepts of autonomy and rational
decisionmaking. Finally, it can strengthen the research effort through recruitment and
retention of participants who better understand their roles and responsibilities in the study
and can thus better adhere to the study protocol. Thus, improved consent will benefit all
who are involved in public health. (Woodsong and Karim, 2005: 417).
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To “better understand their roles and responsibilities,” we must add, “better
understand their rights and their potential agency in relation to those rights,” in
light of our earlier discussion about the potential moral necessity to ensure that
research participants understand risks and benefits as a part of a larger, more com-
plex series of power and resource exchanges between individuals, governments,
and industry—exchanges that, microcosmically and macrocosmically, are further
conditioned as a result of gender essentialism, the imperial power of culture, and
the postmodern understanding of medicine as a sphere for allocating and regulat-
ing power. The principle of universality, understood to mean, at minimum, that
everyone everywhere has the right to the same body of knowledge that could, if
fully understand, sway the decision whether or not to participate in the trial, must
be preserved. If potential developed-world research participants have the implied
right and the culturally-embedded opportunity to access a wealth of information
about governments, researchers, and industry, so should every prospective
research participant in the developing world. The burdens, for the research com-
munity, have therefore increased, and will likely increase even further. But the
ethical imperative to maximize the values of autonomy, beneficence, justice,
universality, and rationality far outweighs the trouble involved, and in the end,
can go a long way to restoring trust between natural allies—researchers, govern-
ments, industry, individuals, and communities—who wish to work together to
solve the overwhelming challenges of research that will change the course of the
modern catastrophe of HIV/AIDS.
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Chapter 4

Working with Boards and Committees:
ECs, DSMBs, CABs

This chapter focuses on the roles of the various boards with which investigators,
communities, and/or research participants may interact during the course of HIV-
related research. These include ethics review committees (ECs, known as institu-
tional review boards, or IRBs, in the United States), data safety and monitoring
boards (DSMBs), and community advisory boards (CABs). Depending upon the
nature of a particular study, any one or all of these boards may be required.

Ethics Review Committees

Purpose, Composition, and Functioning

Purpose. The World Health Organization has suggested in its Operational
Guidelines for Ethics Committees That Review Biomedical Research (2000: 1)
(WHO Guidelines) that the primary purpose of ethics review committees should
be “to contribute to safeguarding the dignity, rights, safety, and wellbeing of all
actual or potential research participants.” These WHO Guidelines stress, in partic-
ular, the need for such review committees to consider the principle of justice,
which requires the equitable distribution of the burdens and benefits of research
among all groups and classes in society.

The WHO Guidelines recommend the establishment at institutional, local, and
national levels of ECs that are independent, multidisciplinary, multisectorial, and
pluralistic, and that they be provided with adequate administrative and financial
support to enable them to fulfill their purpose. As an example, the Thailand
Ministry of Public Health formed an ethics review committee more than 10 years
ago. This committee is charged with the responsibility of reviewing all proposals
to conduct clinical trials that are generated by staff in the Ministry and any hospi-
tal or institute that is within the Ministry’s jurisdiction (Chokevivat, 1998).
Medical schools and research centers that are not within the Ministry’s jurisdiction
generally maintain their own institutional ethics review committee.

Composition. The WHO Guidelines recommend that the review committee
reflect diversity in expertise, age, gender, and community concerns. It has also
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been suggested that ethics review committees reviewing HIV-related protocols
include HIV health consumers among its members (National Health and Medical
Research Council, 2005). Members of the review committee are to be free from
bias and conflicts of interest. In this context, the WHO Guidelines define “conflict
of interest” as arising

When a member (or members) of the EC holds interests with respect to specific applications
for review that may jeopardize his/her (their) ability to provide a free and independent
evaluation of the research focused on the protection of the research participants. Conflicts of
interest may arise when an EC member has financial, material, institutional, or social ties to
the research (World Health Organization, 2000: 21).

Functioning. The WHO Guidelines indicate that the EC should establish and
publish its procedures for the submission of applications for review; that meetings
be conducted at regularly scheduled times; that decisions be made in accordance
with pre-specified procedures and criteria at duly constituted meetings at which a
quorum is present; that decisions be communicated on a timely basis to the inves-
tigator whose proposal has been reviewed; and that appropriate provisions are
made for the archiving of the documents pertaining to the EC functioning and
decisionmaking, including agendas, minutes, and copies of all materials submit-
ted by the investigators.

The scope of the EC’s review is quite broad and encompasses the scientific
design and conduct of the study, the recruitment process, the provisions developed
to ensure the protection of the research participants, the procedures to protect the
confidentiality of the data, the informed consent process and community consider-
ations. Table 4.1, below, provides additional detail with respect to the elements
constituting each of these domains.

Ethics Review Committees in the United States:
Institutional Review Boards

In the United States, a federal requirement mandating the establishment of IRBs
was promulgated in 1974, following the revelation of numerous instances of
unethically conducted scientific research studies. By 1991, almost all federal
agencies that funded research involving human participants had adopted these or
similar regulations (Gordon, Sugarman, and Kass, 1998).

Under the regulations of the federal Department of Health and Human Services
(HHS), before any human subjects research can be conducted, the institution
must provide the department or agency a written Assurance that it will comply
with the requirements of the federal policy relating to the conduct of research
involving human subjects; the Assurance must be approved by the department or
agency; and the institution must certify to the department or agency head that the
research has been reviewed and approved by a properly constituted IRB (Code of
Federal Regulations, 2006). The Food and Drug Administration (FDA), whose
regulations governing research involving human participants differ somewhat
from those of HHS, does not require the filing of an Assurance. The discussion
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that follows focuses on the requirements of HHS; readers are urged to consult the
federal regulations specifically for further details relating to the requirements of
research that falls within the jurisdiction of the FDA.

IRB Composition. Each IRB is required by federal regulation to have at least
five members (Code of Federal Regulations, 2006). In addition, the regulations
require that the board be comprised of individuals with varying backgrounds in
order “to promote complete and adequate review of research activities commonly
conducted by the institution.” This diversity must reflect variations in education,
discipline, race/ethnicity, and sex. All members must have adequate training and
expertise; as a body, the board should reflect expertise in the scientific discipline
of the research to be reviewed, as well as relevant regulations, law, and standards
of conduct. At least one member of the IRB must be an individual from outside of
the institution who is not an immediate family member of someone affiliated with
the institution in which the IRB functions. Additional membership requirements
may apply depending upon the nature of the research and/or the population to be
recruited into the study.

IRB Functions. The IRB review process ideally reflects the qualities of inde-
pendence, transparency, and competency (Cho, 2003). The IRB is required to
operate independently from the investigators, the institution, the professional
community, and any other undue influences. Independent review ensures, to the
extent possible, that the researcher will not take advantage of or abuse the
research participants.

Federal regulations require that IRBs maintain copies of all of the research
proposals that have been reviewed, any scientific evaluations that accompany the
proposals, approved sample informed consent documents, progress reports about
the research that have been submitted by the investigators, and any reports of
injuries to the research participants (Code of Federal Regulations, 2006). In addi-
tion, IRBs must keep minutes of their meetings that detail the attendance at the
meeting, the actions taken by the IRB, the number of votes for and against and in
abstention with respect to each action, the basis for approval or disapproval of a
research protocol, and a summary of any disputed issues and their resolution.
Documentation must be kept of all continuing review activities, all correspon-
dence between the IRB and investigators, the names and specified characteristics
of the IRB members, the written procedures to be followed by the IRB, and state-
ments of significant new findings that are provided to research participants.

In view of these federally mandated functions, it is not surprising that IRBs face
a staggering workload. A total of 491 IRBs were found to be responsible for the
annual review of 284,000 reviews, of which 105,000 were initial reviews, 116,000
annual reviews, and 63,000, amendments to the original protocols (Office of
Extramural Research, 1998). The annual full-board meeting time ranged from
9 to 50 hours, with an average per-protocol discussion time of 21 minutes for low-
volume IRBs and 3 minutes for high-volume IRBs.

IRB Functioning. IRBs have often been criticized for a lack of efficiency. To
some extent, this results from their overwhelming workload. It has also been
attributed to the evolution of research from federally funded single center
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research studies to large, multicenter trials of complex treatments and interven-
tions (Randal, 2001; United States Department of Health and Human Services,
1998) and the requirement by the local IRB of each institution that the protocol
undergo local review at the respective site. These multiple reviews are expensive
in terms of both time and money, often yield conflicting IRB decisions necessitat-
ing multiple rounds of revisions and resubmissions, and frequently resulting in
increased length and reduced readability of the informed consent forms (Burman
et al., 2003; Dziak, Anderson, Sevick, Weisman, Levine, and Scholle, 2005; Vick,
Finan, Kiefe, Neumayer, and Hawn, 2005). One research team involved in the
conduct of an eight-site observational substance abuse treatment study estimated
that the cost of each supplemental IRB action, defined as every IRB review that
was required following approval by the “home” IRB, was $56,191 in 2001 dollars,
consuming 16.8% of the total research grant budget for all activities during the
same time period (Humphreys, Trafton, and Wagner, 2003). Centralized institu-
tional board review for multicenter trials has been suggested as a possible remedy
to this inefficiency and the lack of consistency across local IRBs reviewing
the same protocol (Christian et al., 2002; Vick, Finan, Kiefe, Neumayer, and
Hawn, 2005).

Concerns have also been expressed regarding the scope of IRB review, which
has expanded from its original focus on risky medical and behavioral research
to include studies involving interviews, journalism, and the secondary use of
publicly available data, all of which are characterized by minimal or no risk to
the research participants (Gunsalus et al., 2006). Some scholars have argued that,
by regulation, IRBs’ authority does not extend to specific types of activities,
such as protocols intended to effectuate improvements in local health care
processes (Nerenz, Stoltz, and Jordan, 2003). Some have asserted that the review
board is limited to a consideration of safety and ethical issues, while still other
scholars have contended that the scientific merit and trial design of an investiga-
tion are appropriate for IRB review because these issues are directly related to an
assessment of the risk-benefit ratio (Christian et al., 2002). It has been hypothe-
sized that IRBs based at medical schools are more likely to review the scientific
merits of a protocol than are IRBs based in academic departments in liberal
arts colleges, based on a belief that there is greater inherent risk associated with
participation in clinical trials and studies using invasive therapeutic techniques,
as compared with behavioral investigations (Rosnow, Rotheram-Borus, Ceci,
Blanck, and Koocher, 1993).

Even within the same review committee, perspectives may differ depending
upon the expertise and biases of the individual committee members. In a study of
one IRB’s review of 124 submitted research protocols during a five-year period,
it was found that the IRB was more likely to request revisions of the informed
consent documents for pharmacological studies as compared to nonpharm-
acological studies, but had significantly more concerns relating to the protocol
itself in nonpharmacological studies (Sansone, McDonald, Hanley, Sellborn, and
Gaither, 2004). An earlier study of psychologist-respondents’ opinions about the
costs and benefits of participation in hypothetical studies found that those who
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emphasized the benefits were more likely to be male and to have been employed
in research-oriented contexts, while those focusing more on the risks of partici-
pation were more likely to be female, employed for shorter periods of time, and
employed in service-oriented contexts (Kimmel, 1991).

IRB Decisions and Their Impact on Participants and Communities. The contro-
versies regarding IRB functioning that are noted above have direct implications
for research participants. Decisions of IRBs may affect whether individuals at
risk of HIV or those who are infected may participate in studies, the extent to
which they understand the procedures involved in a study in which they enroll,
individuals’ rights and remedies as participants, and participants’ access to infor-
mation about the study following its conclusion.

Study Participation. As an example, consider the findings from a study of IRBs
and their policies regarding research consent by adolescent minors (Mammel and
Kaplan, 1995). This survey of 600 IRB chairs in the U.S. yielded 183 fully
scorable responses. Almost three-quarters (70%) of the responding IRBs required
parental consent for all research on minors; 52% required parental consent for
even a simple satisfaction survey, and only 29% would waive parental consent for
an anonymous HIV seroprevalence study. What this means practically is that
almost three-quarters of the responding IRBs would have denied adolescents
the ability to participate in an anonymous HIV seroprevalence survey without
their parents’ consent. Because HIV is most frequently transmitted through
unprotected intercourse and shared contaminated injection equipment, it is likely
that many youth would not wish to involve their parents in this process, regardless
of their level of sexual and drug-using activity. The data that would have resulted
from such a study may have been critical to health planners and HIV educators in
order to allocate resources and develop appropriate, targeted intervention efforts.

Understanding the Informed Consent Form. The Tuberculosis Trials Consortium
(TTC) was funded by the Centers for Disease Control (CDC) and Prevention to
conduct research on the treatment of tuberculosis (Burman et al., 2003). The sites
included academic medical centers, Veterans’ Administration Medical Centers, and
public health departments. The CDC required that the protocols and informed con-
sent forms of all participating institutions be approved first by the CDC, then by the
respective local IRB, and again by the CDC. Additional changes in the protocol
and/or informed consent forms required approval at both the local and centralized
(CDC) level. Local review required a median of 104.5 days and resulted in a median
of 46.5 changes per consent form, increased length, and an inappropriately high
reading grade level in 41% of the forms. The authors of the study concluded that
their findings supported the Institute of Medicine’s observation that the variability
in the research protocol and informed consent forms resulting from duplicative
review by participating institutions in a multicenter trial may actually detract from
participant protections.

Many HIV-related studies may include participants with lower levels of
education and/or reading ability (Woodsong and Karim, 2005). If they are unable
to understand the informed consent form because of its readability level, their
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consent will not be truly “informed.” It can be argued that informed consent is a
continuing process and the research team has the obligation to explain aspects of
the protocol that are unclear in the consent form. However, it is also possible that
the level of the prospective participant’s understanding is such that he or she
cannot formulate appropriate questions.

Farticipant Remedies. In yet another study, researchers extracted from the
websites of 123 medical schools the language used in their informed consent
templates that relates to research-related injury (Paasche-Orlow and Brancati,
2005). Of these 123 websites, 106 contained adequate information to permit
analysis. They found that more than one-third of the schools (39%) did not offer
coverage for medical bills when the research was industry-sponsored, such as a
pharmaceutical company, and more than three-quarters (78%) provided no cover-
age when the research was funded by an entity other than industry. One-half of
the 22 schools providing medical coverage for research-related injuries occurring
in the context of non-industry-funded research provided coverage only for emer-
gency bills. The authors of the study concluded that federally funded research at
the majority of U.S. medical schools “fails to protect subjects from the financial
burden of research-related injury” (Paasche-Orlow and Brancati, 2005: 175).

This has direct implications for participants in HIV-related research, some of
whom may suffer research-related injuries. For instance, an individual participating
in a clinical trial of a new HIV treatment might experience an unforeseen allergic
reaction or, worse yet, suffer an anaphylactic response requiring immediate medical
attention. Individuals without any health insurance coverage, with coverage that
requires the payment of deductibles and co-pays prior to coverage, and/or with
coverage that has a annual or lifetime cap on payments, may suffer considerable
expense.

Dissemination of Research Findings. Current international guidelines for the
ethical conduct of research specify that research findings should be made known
to the professional and participant communities following conclusions of the
investigations (Council of Organizations for Medical Sciences, 1991, 2002).
It appears, however, that this does not occur in many cases and that research
review committees rarely address this issue. In a study of IRB-approved consent
forms relating to acute lymphoblastic leukemia studies, it was found that only 2
of 202 consent forms offered participants the option of receiving study results, 5
(2.8%) indicated that participants had a right to receive a summary of the research
results, and 10 (5.5%) included unambiguous language indicating that new infor-
mation would be provided to participants after the close of the study (Fernandez,
Kodish, Taweel, Shurin, and Weijer, 2003).

In another study of the determinations of one ethics review committee in Spain,
it was found that the committee approved 158 of the 166 protocols it reviewed for
clinical trials (Pich, Carné, Arnaiz, Gomez, Trilla, and Rodés, 2003). The recruit-
ment rate was lower than anticipated in 45% of the trials, and only 64% of the
trials were completed in accordance with the original protocol. The results of
only 31% of the studies were published in peer-reviewed journals; the findings
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of 27% of the studies were presented at scientific conferences. The authors of the
study admonished that

public dissemination of clinical-research results is an important ethical requirement, and . . .
RECs [research ethics committees] are in a privileged position, along with institutions,
research funders, editors, and consumers, to ensure it (Pich, Carné, Arnaiz, Gémez, Trilla,
and Rodés, 2003: 1016).

New Directions in Working with IRBs.

1) Law and Policy. Investigators, IRBs, and research participants alike are
increasingly confronted with ethical dilemmas resulting from changes in law and
policy that impact the conduct of HIV research. As an example, during the early
years of the HIV/AIDS epidemic and HIV-related research, research participants
could choose to be told of their HIV serostatus. Later, the NIH adopted a policy
mandating the disclosure of HIV test results to research participants. As a result
of this shift, individuals enrolled in a study could have declined notification of
their test results, only to find that their decision was later superseded by an NIH
policy directive. IRBs and investigators were confronted with a situation in which
the voluntary informed consent of participants declining disclosure was open to
question, with a consequent shift in the risks and benefits of study participation.

Similar situations have arisen due to changes in states’ criminal laws mandating
the disclosure of one’s HIV serostatus to sexual and needle-sharing partners. As an
example, an individual may have decided to participate in HIV-related research
believing that the benefits of study participation, such as early knowledge of HIV
status in order to obtain appropriate medical treatment, may have outweighed
the attendant risks of participation, such as stigmatization and a possible loss of
confidentiality due to state health department reporting requirements. However,
the balance of risks and benefits may have shifted significantly for the individual
during the course of the study as a result of a change in state law criminalizing the
failure to disclose one’s serostatus to specified partners.

In recent years, there has been a noticeable increase in the initiation of lawsuits
against researchers, their institutions, and the IRBs that have reviewed the protocols
that are the focus of the legal actions (Mello, Studdert, and Brennan, 2003). It has
been asserted that this increase in litigation is associated with both the increase in
private industry funding of research and apparent investigator conflicts of interest,
which may be tied, in part, to the industry funding (Icenogle and Dudek, 2003;
Kiskaddon, 2005; Lo, Wolf, and Berkeley, 2000). However, lawsuits have also been
initiated against IRBs for failure to comply with the governing federal regulations
relating to review procedures (Robertson v. McGee, 2001). It has been suggested
that, depending upon the specific situation, lawsuits could be initiated against inves-
tigators, their institutions, and/or the ethics review committee on the basis of strict
product liability, fraud and misrepresentation, intentional and negligent infliction
of emotional distress, battery, lack of informed consent, violations of civil rights,
violations of state consumer protection statutes, and violations of the Health
Insurance Portability and Accountability Act (HIPAA) (Icenogle and Dudek, 2003;
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Price and Lemons, 2002). IRBs’ fear of litigation may underlie the frequently-
voiced complaint of investigators that the committees often act as a police force
rather than a protector of the rights of research participants (Christakis, 1988).

The case of Grimes v. Kennedy Krieger Institute, Inc. (2001), although not HIV-
specific, is relevant here. The court in that case described the research as follows:

Johns Hopkins University . . . created a nontherapeutic research program whereby it
required certain classes of homes to have only partial lead paint abatement modifications
performed, and in at least some instances . . . arranged for the landlords to receive public
funding by way of grants or loans to aid in the modifications. The research institute then
encouraged, and in at least one of the cases . . . required, the landlords to rent the premises
to families with young children . . . [T]he children and their parents . . . were from a lower
economic strata and were, at least in one case, minorities.

The purpose of the research was to determine how effective varying degrees of lead
abatement procedures were. . . . [I]t was anticipated that the children, who were the human
subjects in the program, would, or at least might, accumulate lead in their blood from the
dust, thus helping the researchers to determine the extent to which the various partial
abatement methods worked (Grimes v. Kennedy Krieger Institute, Inc., 2001: 811-813)

In reviewing the case, the court specifically found that the IRB had abdicated its
responsibility to protect the participants and had, instead, assisted the researchers
in avoiding their obligations under federal regulations. The court also found that
(1) the informed consent of the parents to have their children participate in the
study was invalid because the researchers had not provided the parents with full
information; (2) the signed consent form included express representations of both
the research institute and the parents and, consequently, created a bilateral contract
whose terms the researchers were bound by; and (3) there may exist a special rela-
tionship between researchers and their research participants, giving rise to special
duties, a breach of which may constitute the basis for negligence. Importantly, the
court implicitly reprimanded the IRB involved in this research in stating:

When it comes to children involved in nontherapeutic research, with the potential for
health risks to the subject children in Maryland, we will not defer to science to be the sole
determinant of the ethicality or legality of such experiments (Grimes v. Kennedy Krieger
Institute, Inc., 2001: 855).

This finding seems to suggest that courts may be increasingly willing to review
not only the elements of the consent to determine its validity, but also the context
in which that consent is sought and obtained. Researchers and their institutions
may be required to justify in a legal context their selection of research participants
and the methods that they employ to recruit and retain them.

2) Diverse Cultures. IRBs are increasingly being asked to review research
protocols pertaining to studies that are to be conducted in groups that are outside
of their members’ expertise and experience. As an example, HIV vaccine trials to
be conducted in sub-Saharan Africa or in Southeast Asia involve populations and
community norms with which the IRB members may have little familiarity.
However, they are charged with the responsibility of reviewing the proposed
research in sufficient detail and with sufficient knowledge to assess the adequacy
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of the informed consent process, the risks and benefits to potential participants,
and the acceptability of the mechanisms that are proposed for the protection of
the research participants.

It has become increasingly common in such circumstances for IRBs to rely on
outside experts as consultants. This is particularly true in situations involving review
of non-English informed consent documents, in which a translator may be necessary
to ensure that the non-English and English documents reflect the same meaning.

3) Access to Study Participation. IRBs have been challenged for their denial of
access to the participation in research by individuals who may not obtain a direct
benefit for themselves (Kiskaddon, 2005). The denial of access in such circum-
stances may stem from the need to protect vulnerable persons in the context of
research and IRBs’ fear of litigation. However, the

principle of justice, as well as the principle of respect for persons, require promoting high-
priority research for communities of people, regardless of the prospect of direct, individual
benefit. Being “left out” of the progress toward the development of safe and effective treat-
ments does not respect that class of persons, nor does it serve the principle of justice
(Kiskaddon, 2005: 931).

This would suggest that in balancing protection and access, IRBs must
consider both the possibility of direct benefit to the individual research partic-
ipant to the class of persons as a whole. Because IRBs appear to be more
focused on an assessment of individual risks and benefits, particularly in
the context of clinical research (cf. Kiskaddon, 2005; Sansone, McDonald,
Hanley, Sellborn, and Gaither, 2004), both researchers and communities will
be challenged to focus IRBs’ attention, as well, on the benefit to be derived by
relevant communities.

Data Safety Monitoring Boards (DSMBs)

Ethics review boards clearly serve an important role research oversight. However,
the increasing complexity of research design, such as multicenter randomized
clinical trials, and the ethical issues that accompany their conduct, including, for
instance, issues relating to the existence of clinical equipoise, risk-benefit analyses,
the inclusion of vulnerable participants, and the possibility that one or more arms of
a trial may experience greater benefit or risk during the course of the trial, have
necessitated the development and establishment of an alternative, more consistent
mechanism to address such issues. Accordingly, DSMBs were developed in order
to monitor on an ongoing basis the data collected during the course of a study
(Gordon, Sugarman, and Kass, 1998).

In order to provide adequate monitoring, the DSMB must include experts in all
of the disciplines needed to ensure participant safety including, if relevant to the
study, clinical trials experts, biostatisticians, bioethicists, and clinicians who are
knowledgeable about the disease and the treatment or intervention that are the focus
of the study. The DSMB generally meets in an open session with the investigators
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and subsequently in a closed session during which the members review the emerg-
ing data. The members must

* Evaluate the progress of the trial, including data quality, recruitment, accrual and
retention, participant risks and benefits, performance at the various trial sites, and
scientific or therapeutic developments that could affect the participants’ safety or
the study’s ethicality;

* Make recommendations to the investigators, the IRB, and/or the institution
regarding the need to continue with or terminate one or more arms of the study,
or the entire study; and

* Protect the confidentiality of the data and the results of the monitoring.

Examples of the situations that a DSMB might encounter include the following,
adapted from those provided by NIH in its 1998 policy memorandum.

Phase I: A phase I trial of a new drug or agent often involves relatively high risk to
a small number of participants. The investigator and occasionally others may
have the only relevant knowledge regarding the treatment because these are the
first human uses. The study investigator may be required to perform continuous
monitoring of participant safety and report frequently to a designated individual
or entity having oversight responsibility.

Phase I1: Phase II trials follow Phase I trials. As a result, there is often more infor-
mation regarding risks, benefits and monitoring procedures. However, more
participants are involved and the toxicity and outcomes are confounded by dis-
ease process. The level of monitoring that will be required may be similar to that
of a Phase I trial or the Phase I level of monitoring may be supplemented with
individuals with expertise relevant to the study who might assist in interpreting
the data in order to ensure patient safety.

Phase I11: A Phase 111 trial is often designed to compare a new treatment to a stan-
dard treatment or to no treatment (placebo). Participants may be randomized
to a particular arm (experimental treatment, standard treatment, or placebo)
and the data may be masked. These studies usually involve a large number of
participants who are followed for longer periods of treatment exposure. There
may be long term effects resulting from longer exposure to the study agent or
there may be significant safety or efficacy differences between the control
and study groups for a masked study. A DSMB may perform monitoring func-
tions to regularly assess the trial and offer recommendations concerning its
continuation.

DSMBs have the authority and, indeed, the responsibility, to stop a trial or
recommend the cessation of a study if it finds that one group is either benefiting
significantly more than the other group(s) receiving alternate treatments or experi-
encing adverse effects at a significantly greater rate than the other groups. As an
example, consider the study known as Syntex 1654, which was designed to evaluate
the efficacy of oral ganciclovir in preventing HIV-related cytomegalovirus com-
pared to placebo. This investigation was terminated following the finding of the
DSMB that individuals receiving the oral ganciclovir had a significant clinical
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advantage compared to those being administered placebo (Hillman and Louis,
2003). In contrast, however, a similar study comparing oral ganciclovir and placebo
that was being conducted concurrently, known as CPCRA CMYV, was not terminated
early because the DSM monitoring this study did not find that there was a significant
benefit to those receiving the drug compared to those receiving placebo. Instead,
study participants were presented with three alternative courses of action. They
could (1) continue taking their assigned blinded study drug (oral ganciclovir or
placebo); (2) they could stop taking their assigned blinded study drug (oral ganci-
clovir or placebo) and receive open-label oral ganciclovir; or (3) they could stop
taking their assigned blinded study drug (oral ganciclovir or placebo) and not take
open-label ganciclovir. In all options, participants were advised that they could
continue with their study visits in the CPCRA CMV study if they wished to do so.

A review of randomized clinical trials that were stopped early because of
results favoring the intervention found that 17, or 12% of the 143 such trials
reported in the scientific literature between 1975 and 2004, were trials related to
the treatment of HIV/AIDS (Montori et al., 2005). In almost three-quarters of the
143 trials, the decision to terminate the trial was made by the executive commit-
tee of the study, based on a recommendation from the relevant DSMB. In another
6%, the DSMB itself made the decision to stop the trial (Montori et al., 2005).

Studies may be stopped for other reasons, as well. On March 11, 2005, Family
Health International (FHI) stopped the Nigerian arm of the tenovir PREP trial, in
consultation with its DSMB (Singh and Mills, 2005). FHI found that the study team
at that site was not able to comply with the required operational and laboratory
procedures at the level necessary to conduct the study, which was critical to ensure
the participants’ safety and data quality.

DSMBs in the United States

In June 1998, the National Institutes of Health (NIH) issued a policy on data and
safety monitoring requiring the oversight and monitoring of all clinical trials
(including Phase I physiologic, toxicity, and dose-finding studies; Phase II efficacy
studies; and Phase III comparative trials) in order to ensure the safety of participants
and the validity and integrity of the data. The policy specified that the monitoring
was to be commensurate with both the risks and the size and complexity of the
trials. This policy, however, is in addition to, not instead of, the requirements for
data safety monitoring that may be required by institutional review boards, the Food
and Drug Administration (FDA), and any special NIH guidelines, such as the
Guidelines for Research Involving Recombinant DNA Molecules.

Additional NIH guidelines issued in 2000 require that investigators seeking to
implement Phase I or Phase II clinical trials submit a general description of the
data and safety monitoring plan as part of the research application, subject to
review as part of the NIH review process. In addition, these guidelines require the
inclusion of a detailed monitoring plan as part of the protocol, the submission of
the plan to the local IRB, and review and approval of the plan by the funding
Institute and Center (IC) before the trial begins. The 2000 policy further requires
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that all monitoring plans include a description of the reporting mechanisms of
adverse events to the IRB, the FDA and the NIH.

The policy statement recommended that, for multisite Phase I and 1II trials,
investigators organize a central reporting entity responsible for the preparation
of summary reports of adverse events for distribution among sites and the IRBs.
It was further suggested that grantee institutions with a large number of clinical
trials develop standard monitoring plans for Phase I and II trials, which investiga-
tors could then include in their submissions to the NIH, with the added caveat that
these plans must be tailored to be appropriate to the specific investigation
(National Institutes of Health, 2000).

Community Advisory Boards

The Structure and Function of CABs

Community advisory boards have often been employed in the context of commu-
nity-based participatory research, also known as community-centered research
(Cox et al., 1998; Israel et al., 1998). This approach assumes that research is to be
conducted as a partnership between the researchers and the community, with
active community input and engagement in all aspects of the research process
(Melton et al., 1988).

On a federal level, recognition of the importance of community advisory
boards came about as the result of significant conflicts between AIDS researchers
and community groups during the early years of the AIDS epidemic (Shilts,
1987). These conflicts culminated in a demand by activists for the right to be
included in the discussions relating to the development and conduct of clinical
trials (Phillips, 1995), and the issuance by the National Institute of Allergy and
Infectious Diseases of a policy recommending that all grantees establish a CAB
in connection with HIV-related clinical trials (Spiers, 1991a, b, ¢). By 1996, local
CABs were required at each site of the NIH AIDS Clinical Trials Group (ACTG),
the multicenter research network established in 1987 for the development and
evaluation of HIV/AIDS treatments (Siskind, 2004).

Two different models for HIV research-related CABs have been identified. The
“broad community” model, which is frequently observed in Thailand and
Zimbabwe, takes a long-term view of its role and, consequently, focuses its atten-
tion on such issues as sustainability, independence in funding and accountability,
and the promotion of community-initiated research (Morin, Maiorana, Koester,
Sheon, and Richards, 2003). Membership consists of individuals from a broad
spectrum of the community, including religious and political leaders, educators,
and representatives from nongovernmental organizations (nonprofit organiza-
tions). In contrast, the “population-specific” model tends to be concerned with a
specific research protocol and with the needs of specific groups at increased risk
of HIV infection in the context of that protocol, such as injection drug users.
Representatives on such CABs are often drawn from the population/community
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participating in the research (Morin, Maiorana, Koester, Sheon, and Richards,
2003). CABs of both models exist at the local and national levels.

CABs have been developed in conjunction with both clinical trials for the
treatment of HIV in infected persons and with HIV prevention trials. CABs
developed for clinical trials have frequently included HIV-infected persons,
while those focusing on the prevention of transmission to uninfected individuals
often reflect the interests of various communities that may be at increased risk
for HIV infection (Morin, Maiorana, Koester, Sheon, and Richards, 2003).
CABs are frequently relied upon to provide guidance in the development of the
informed consent process, the design of research protocols, and the design of
recruitment and enrollment procedures; and to serve as a bridge between
research participants and the research team (Loue and Méndez, 2005; Morin,
Maiorana, Koester, Sheon, and Richards, 2003; Strauss et al., 2001). CAB
members often confront and discuss ethical issues in the context of these roles,
including the provision of care and treatment to those screened for trial partici-
pation, the protection of vulnerable populations, and the value of the proposed
research to the host community (Morin, Maiorana, Koester, Sheon, and
Richards, 2003).

The recruitment and retention of CAB members can be challenging due to
differences in language, educational and literacy levels, and experience in the
larger community, as well as difficulties in identifying representatives from the
community (Siskind, 2004). Additional barriers to member participation and
retention include the use of technical terms by researchers; limitations of time and
funds for child care and travel (Silver et al., 1996); and increasing severity of
illness of HIV-seropositive members.

The existence of a mission statement has been associated with better attendance
and more active participation of CAB members (Chovnick, 2005; Cox et al., 1998).
Individual motivations for participation on a CAB vary, but include a commitment
to fighting HIV/AIDS; a sense of legitimacy; the opportunity to contribute some-
thing meaningful to the community; and material rewards such as reimbursements,
lunches, and stipends (Morin, Maiorana, Koester, Sheon, and Richards, 2003).
These material rewards have, however, been somewhat controversial. Researchers
have reported that the provision of such benefits to CAB members in a rural area of
western Kenya prompted concerns regarding the objectivity of the CAB members
because the rewards were provided in the context of a high local level of unemploy-
ment and poverty (Odhiambo et al., 2004).

Ethical Issues in the Formation of CABs

Numerous ethical issues may arise during the course of forming and maintaining
CABs. These include (1) the selection of community representative: who has the
right to speak for a “community” that does not exist; (2) conflicts resulting from
the multiple roles of providers as advisory board members, research interviewees,
and providers to study participants; and (3) conflicting priorities of community
members and researchers (Loue and Méndez, 2005).
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Selecting Community Representatives. The identification of individual(s) who
are to be empowered as members of the CAB to speak for the “community” raises
significant ethical issues. These issues are best demonstrated by way of an example.

Suppose that an investigator wishes to develop an HIV prevention intervention
for members of a specific ethnic community. The selection of an individual who
is out of touch with that portion of the community that is the focus of the research
may not be attuned to the sensitivities of prospective participants so that, inadver-
tently, prospective participants could be harmed by a lack of attention to their
concerns. Conversely, overemphasis on the community’s sensitivities could result
in the termination of the research, thereby depriving individuals of not only the
burdens of the research, but its benefits as well. In both instances, the principle
of respect for persons is violated because individuals are either not adequately
protected from harm, or are not afforded an opportunity to decide for themselves
whether or not to participate. In the latter instance, the principle of justice, which
seeks an equitable distribution of the benefits and burdens of research, may also
be violated.

How community is defined in the context of specific research is therefore
critical, particularly because diverse groups may define “community” quite differ-
ently. In a study designed to assess whether community was defined in similar
ways by diverse groups, the investigators asked African Americans in Durham,
North Carolina, gay men in San Francisco, California, injection drug users in
Philadelphia, Pennsylvania, and HIV vaccine researchers across the United States
what the word “community” meant to them (MacQueen et al., 2001). In identify-
ing common themes across the responses, the authors found a common definition
of community: a group of people who share diverse characteristics and who are
linked by social ties, share common perspectives, and engage in joint action in
geographical settings or locations. However, they also noted that in some ways
these groups experienced community differently. For instance, for the gay men in
San Francisco, a shared sense of history and perspective constituted the dominant
theme, followed by a sense of identity with the location. However, for the African
Americans in Durham and the injection drug users in Philadelphia, locus was
the principal element of community, followed by joint action and social ties
(MacQueen et al., 2001).

Multiple Roles of CAB Members. CABs often include representatives from
community-based organizations, social service organizations, and consumer
groups who are selected for membership on CABs specifically because of their
connections to and relationships with the communities that are the focus of the
HIV research. However, on a practical level, this means that some of the CAB
members may have professional relationships with individuals who are partici-
pants in particular studies that are the focus of the CAB’s attention. Ethical
issues may arise where the CAB member wishes to access for their use in a clin-
ical context data collected from a particular participant in the research context.
Although the intentions of the CAB member may be to benefit the participant, a
disclosure of research data could violate participant trust in the investigation and
the investigative team; damage relationships between members of the CAB,
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the study team, the participants, and the larger community; and violate the terms
of the protocol and the human subjects protections that have been established.

Various strategies can be utilized to reduce the likelihood of such requests
and/or to address such requests when they are made. All CAB members can be
advised at the commencement of their participation that no disclosures of research
data will be made, other than in the aggregate. Participants can be given the option
to have specific information conveyed by the research team to named providers
with a signed, written request/release of information from the participant.

Conflicting Community-Researcher Priorities. Members of a CAB may be
particularly sensitive to the needs of their community members and, because of
this perspective, may have goals that differ from those of the research team. For
instance, researchers may feel that additional data are needed to understand how
to best design and test an HIV prevention intervention. Community members may
see that many individuals are ill from HIV, that access to care is limited, and that
a growing number of individuals in their community are becoming infected; in
other words, the need is now. There may be a consequent impetus to implement a
program without the benefit of conducting the formative research necessary to
culturally and linguistically tailor its elements to the specific community that is
to receive the program. The resolution of such disagreements often requires nego-
tiation between the research team and the CAB and other members of the
community of interest in order to address everyone’s concerns and fashion an
approach that is acceptable to the majority.
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Chapter 5

Researcher-Participant Relations

Introduction

When researchers at the Centers for Disease Control and the National Institutes of
Health first realized, after receiving initial reports of illness among gay and bisex-
ual men in large U.S. urban areas, that they were dealing with identities and prac-
tices with which they were entirely unfamiliar, the challenges of surveillance and
research were immediately and radically multiplied. Very few people in the sur-
veillance and research communities knew much about gay male sexuality and
behavior, except for those handful of physicians and scientists who were gay
themselves. They were forced to learn very quickly—to develop models and
styles of researcher-participant relationships or partnerships that would help them
understand HIV pathogenesis, and how to manage it.

Three competing forces have been at work in HIV/AIDS-related researcher-
participant relations since the beginning of the epidemic, and though those forces
have evolved over time, they remain at work today.

The first is what might be called affiliation or alliance: LGBT and LGBT-friendly
physicians and researchers were confronted not merely with a professional chal-
lenge, but a disease that was, for some, also simultaneously and rapidly killing
friends and loved ones. In the early days of the epidemic in large U.S. LGBT
communities, gay and bisexual men especially — whether they were scientists or
factory workers — were caring for, and burying, friends in rapid succession, and that
led to an overwhelming sense of dread and urgency.

The second force at work might be called “disinfection,” and typified responses
at higher administrative or bureaucratic levels of public and private research
bodies. Those responses often effaced the particular identities, communities, and
practices disproportionately associated with the unfolding epidemic by refusing
to acknowledge gay sexuality and injection drug use as objective realities, and by
demonstrating reluctance to conduct research on those objective realities. Prac-
tices such as anal intercourse or “booting” drugs while injecting might engender
uneasy discussion and debate, but they did not engender, nearly often enough, sci-
entific and culturally competent research that could investigate more fully their
connection to HIV transmission.
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And the third force, often noted as one of the most powerful and enduring fea-
tures of the HIV/AIDS epidemic affecting nearly every aspect of personal and
societal responses—a force that might be called self-enfranchisement—was the
early and vigorous assertion of rights and identities by people with HIV/AIDS
themselves.

The recognition of people with HIV/AIDS as simultaneous “self”” and “other,”
and the parallel recognition that practices believed contained at the margins (for
example, anal intercourse or illicit drug use) were closer to the center than anyone
willingly admitted, have made the proximity between various actors in the epi-
demic—the sick, the caregivers, the social commentators, and the public at
large—more fluid, and often closer, than most wanted to affirm, much less
acknowledge. But these very proximities have also influenced the relationship
between researchers and participants, sometimes blurring the boundaries, some-
times adding a dose of close-knit passion that has helped invigorate and acceler-
ate research.

At least, that is, in the West. It has not been entirely different in the case of
research conducted in international settings, for HIV/AIDS researchers, as a gen-
eral rule, remain a passionate and personally-engaged bunch, for all kinds of rea-
sons, and those personal investments have tended to carry over when research
began moving out of strictly US and European laboratories, and into a wider
range of field settings, especially in African states. But it is also true that the
“proximate passion” has been no doubt tempered by the conduct of transnational
research in which the researcher, and the participant, are increasingly more likely
to be “other” than “we.”

It is these two sets of realities—a history of close relationships between various
actors, on the one hand, and the reality of more distant relationships in interna-
tional research, which must be more carefully monitored for the possibility of eth-
ical shortcomings, on the other hand—that are addressed in this chapter.

US Context and Research Shift

The early relationship between care and research providers and care and research
consumers in the United States is best summarized and illustrated in an extended
passage from a Keynote Address given by Larry Kramer to the annual meeting of
the Association of Nurses in AIDS Care in 2003. Kramer, one of the co-founders
of the AIDS Coalition to Unleash Power (ACT-UP), reflects on the early days of
the epidemic, and the relationships between patients, doctors, nurses, and
researchers. What emerges is an image of a tightly-knit family, in which conflict
and disagreement is so vocally expressed precisely because of such a profound
sense of togetherness against an external threat:

You remember the timetable of these past years, I'm sure. How government and science and
medicine—but particularly government, particularly Ronald Reagan nationally and Ed Koch
locally—did not out of compassion or vision or even the most minimum of humanitarian
instincts lead the fight. Patients were forced to innovate and revolutionize in desperate
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attempts to stay alive, much less change the system. Then came next when it dawned on us
very harshly that we were going to have to take matters into our own hands because no one
else would help us. We had to teach ourselves everything we could about the hateful system
that was totally ignoring us. We had to learn everything we could about the shitty government
and the bureaucracies it spawns—the Food and Drug Administration (FDA), the NIH, the
controlled clinical trials—how research was and more specifically was not done, and we had
to learn how to threaten drug companies to stop dawdling and get to work (they did not
believe there was any money in AIDS drugs) and to cough up some drugs or else. New drugs
were literally yanked out of them: Scientists were literally backed up against the wall and, in
a couple of cases, blackmailed into releasing what we knew they had or we would take the
pills we had smuggled out of their labs and have them duplicated elsewhere ourselves. Drove
them nuts. We got ddl. And we demanded, for the first time in research history, that the
placebo control be eliminated on all trials on us. It is inhumane and stupid to expect dying
patients to take a drug that might be a placebo.

“Make no mistake: All the drugs that are out there saving lives today are out there
because of ACT UP and its supporters, out there because we got angry, and we tied up
traffic, and had sit-ins in executives’ offices, and chained ourselves together so that drug
company trucks delivering their products couldn’t leave their factories and warehouses.
‘We threw fake blood; and we carried caskets with actual dead bodies in them and threw
them on to the White House lawn; and we had a huge condom manufactured and com-
pletely covered Jesse Helms’ house in Arlington with it; and we locked ourselves into the
offices of another one of our hated enemies, what was then called Burroughs Wellcome,
and we wouldn’t come out, they had to blast us out, which cost them tens of thousands of
dollars; and with forged fake IDs, we invaded and stopped trading on the floor of the
New York Stock Exchange (which had never been done before) when Wellcome raised
the price of AZT; and we invaded the offices of the FDA, and the NIH—oh did we not
give holy shit and hell to the NIH more than once? We really shaped up the NIH, and
Dr. Faucci, whom [ early on labeled in print a murderer more than once and who is now
one of my dearest, most loving friends, gives us credit for doing just that, changing the
entire way science and medicine are now practiced (Kramer, 2003).

These are the reflections of an advocate who clearly claims full autonomy and
equality when faced with the personal and community challenge of the epidemic,
who expects to be treated as a co-equal participant in the common effort to solve
the problems at hand, and who owns both a sense of personal responsibility, and
the necessary intellectual and interactive skills, to take action. Kramer was and
remains an actor not by virtue of rights assigned or recognized by others, but by
virtue of an intense awareness of endogenous rights.

While there remain many skilled, articulate, self-asserting community advo-
cates living with HIV/AIDS in the United States today, the horrible truth is that
many have, since the 1980s, died, and others have exhausted their personal
capacity for advocacy and sustained self-assertion. And as the locus of attention
for the conduct of research has shifted from the North to the South, a new set of
relationships has begun to emerge, one that has added additional challenges in
the conduct of ethical research. As Anne-Christine D’ Adesky (2004: 10) puts it,
with discernable (but perhaps not inappropriate) cynicism, “With the new money
pouring into the international AIDS arena, it seems like everyone is beginning to
chase research and treatment dollars—be they scientists, public health officials,
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agencies, physician groups, non-profit organizations, community and activist
groups. What matters most is how new programs will directly benefit those liv-
ing with HIV and AIDS, and those very ill or dying in hospitals or bedrooms,
desperately waiting for medicine.”

The personal dimensions of provider-consumer-researcher relationships have
not dissolved as a result of that shift:

I imagine . . . that nurses at Casino, Bestlands, and clinics like them in Johannesburg,
Kampala, Lilongwe, Abidjan, and Lusaka continue to struggle first and foremost with the
problematic of gender, actively and alternately interpreting, reinforcing, and challenging
the definitions of heterosexuality, femininity, and masculinity that they receive from
ministers of health, researchers, donors, and patients. If research is to be useful and to
contribute to a productive reframing of knowledge about HIV, one strategy might be
to assist health care workers in evaluating the validity of, and then building upon, their own
perceptions of women’s opportunities to change heterosexuality (Booth, 2004: 144).

But clearly those personal relationships have changed in profound ways, in part
because the conduct of HIV/AIDS research in international settings has tended to
place considerable wealth and privilege, and abject poverty and powerlessness,
side by side—not only because of the glaring inequalities between citizens of the
North and citizens of the South, but because of stark inequalities and injustices
within developing countries as well.

The historical legacies of exploitation cannot be forgotten; they are alive yet
today, and will influence the construction of responsible ethics, especially since
the urgency of the epidemic, its human toll, continues to put pressure on research
to develop rapid solutions to seemingly intractable virological challenges:

Exploitation by industrialized countries of the human and natural resources of the devel-
oping world has a long and tragic history. It has never been difficult for economically
wealthy countries to justify their acts by citing, for example, the supposed genetic or
moral inferiority of those exploited. Substituting economic inferiority,” [or intellectual
or cultural inferiority] “in these olds arguments makes the enterprise no less offensive
(Kim, 1998: 838).

And the postmodern critique of medical power, in which medicine itself has been
too often deployed as simply another manifestation of colonial or imperial power
in relations between countries or peoples, is particularly relevant, and particularly
reenergized by still-corporeal memories and historical associations, in the case of
research sponsored by the North and conducted in the South (Baker, 1998).

Empowerment

Over-employed, at times to the point of irrelevance, the concept of empowerment
is nevertheless an instructive starting point in an attempt to construct a meaning-
ful ethics of researcher-participant relations. For it is the first obligation: that the
researcher not engage in processes that are ultimately disempowering to the
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participants; by extension, and to redress some of the conditional inequalities that
are more than likely to characterize that relationship from the outset, those
processes should work to expand and increase the individual’s sense of power,
agency, and autonomy as well. Baylies (2004: 179) defines the empowering
process as

one whereby an individual or group gains greater control over the uncertainties of their
environment (be they social, psychological, physical, economic, or whatever) and is able to
act on it to greater advantage. But as the environment changes and the actors, resources,
and relations change within it as well, the extent of control may change, as may evaluation
of what constitutes greater advantage. Thus empowerment is perhaps best understood as a
process of applying in respect of a specific context, as contingent upon time, place, and
sphere of action or thought and as relational in respect of the roles, capacities, and
resources which may be brought to bear in any particular instance. It is typically partial
and, to some degree, ephemeral by virtue of its contingent nature, not necessarily expand-
ing or increasing over time but both variable and sporadic. People do not become empow-
ered once and for all.

If research participants truly feel, and actually are, empowered as a result of
their enrollment in research, then several realities are likely to prevail. They
will certainly feel respected, as undue and complex individuals, not merely for
their unidimensional role as research subjects. Their input and critical insights,
in the design and implementation of research, and about the social, economic,
political, and cultural realities in which HIV/AIDS and research takes place,
will be viewed as co-equivalent in value with those of the researcher. They will
feel valued as a source of knowledge, even though that knowledge may be
founded on differently-evolved discourses than those of the researchers. They
will feel positively appreciated for their role and contributions as participant-
ethicists; that is, as individuals who are not merely static placeholders in the
creation of ethical formulae, but as individuals who help devise, negotiate, and
critique the ethical rules and protocols by which the research is governed. And,
of course, they will be accorded, as a natal prerogative, the full range of human
rights available to (at least some) in the North—including the right of personal
objection, and personal freedom of association with others to mobilize commu-
nity activism, even if that criticism is directed toward research sponsors or
research institutions themselves. In other words, they will understand their
liberty, as does Larry Kramer, to receive medical care, to participate in medical
research, and then, and even perhaps on the very same day or in the next
sentence, to vigorously protest any feature of the care or research he finds
objectionable—without risking continuing participation in care or research.

Indeed, what is unusual about HIV/AIDS is the extraordinary degree to which
activists and the ill and dying have informed the contours of evolving bioethical
understandings; there is now much more agreement than there has been in a long
time that researchers cannot rely solely on self-policing to correct ethical lapses
or violations, and recognition that research necessarily takes place in, and is best
served ethically by taking place within, a public sphere characterized, often, by a
wide array of diverse and contentious voices, including those of research participants.
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Edejer (1999: 440) puts it more succinctly, framing it more specifically to the
research study context:

Increasingly, there is an awareness that the success of North-South research collaboration
should be judged not solely on the results of scientific research activities. This awareness
must be coupled with a learning approach to create a sustainable, mutually beneficial
working relationship, that aside from advancing science must address inequity and put
local proprieties first, develop capacity with a long term perspective and preserve the dig-
nity of local people by ensuring that the benefits of research will truly uplift their stasis.

General Researcher Obligations

It is easy enough to suggest that research participants ought to feel empowered,
and that the relationship between the researcher and the research participant
ought to address multiple levels of interaction and the associated realities that
inform interactions, but what, then, is the researcher obliged to do? First, she or
he must recognize that the professional relationship is also a social relationship,
overlain and undergirded by multiple meanings. For Kok-Chor Tan (1997), the
economic, social, and political interdependencies of the global community draw
nearly everyone into social arrangements with each other. For Deborah Zion
(2004), this implies that individuals who have benefited from HIV/AIDS research
have a duty to redress the resulting imbalances created by this involvement.

The researcher may wish, in order to maintain an artificial construct of self and
other, to view himself or herself as operating from a coolly analytical position that
is “professional” in its most dispassionate meaning, but no ethical or research
objective is served by such dehumanization, and the research participant is likely,
regardless, to view the researcher more multi-dimensionally—at least, and
perhaps somewhat abstractly, as someone who occupies a particular position
within symbolic and real hierarchies of power and privilege. The relationship is,
intrinsically, social and multi-dimensional (and quite probably fluid as well), and
must be recognized as such.

Neither is the researcher free, in his or her relationships with participants, to
accept or reject specific cultural elements based on whether they will help or hin-
der the research, or, for that matter, the way in which they do or do not correspond
with the researcher’s own values about a wide range of issues, including gender,
sexuality, and individual autonomy versus group decision-making or expectations
(Nairn, 1993).

And finally, as a general duty—and to elaborate on Zion’s point—researchers
have a positive obligation to comprehend, as fully as possible, the structural con-
ditions and historic events that have helped determine the lives of the research
participants with whom they work, who are often literally sitting in front of
them across a desk or table, and to accept (1) that the researcher or researcher’s
society may have in fact benefited from the structural conditions or historic
events that have caused harm to the research participant’s community or person,
and (2) to take responsibility for actively rectifying those conditions in order to
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correct the injustice or disparity. This point may strike to how research itself is
conceived, and how the research question is developed; an acknowledgement of
the structural or ecological dimensions of HIV/AIDS would argue forcefully for
research that takes local and non-local ecologies into account (Parker, Easton,
and Klein, 2000).

A fascinating study by Decosas (1996) provides powerful evidence of the need
to recognize the role of larger historical, structural, and ecological factors in the
conduct of HIV/AIDS research, and by implication, the degree to which those
factors have shaped and conditioned the lives of individual research subjects. In
an analysis of how the HIV/AIDS epidemic in Krobo, Ghana was facilitated by
historic events, he was able to demonstrate how the Akosombo dam—a large
project, constructed in the 1960s with the support of extensive international aid—
led to new patterns of migratory work, agricultural disruption, and dismembered
families that then contributed to a substantial increase in commercial sex work,
and therefore growing HIV infection, decades later. Nothing happens, we are
reminded, outside an evolving ecology of interactions and consequences, and the
person in front of us, ready to sign a consent form, embodies and circulates much
of that ecology.

Specific Obligations

Beyond general recommendations, researchers are obligated to a number of more
specific actions with regard to research participants. Some of these are enumer-
ated below.

1. The researcher has an ethical obligation to provide the participant with the
highest possible standard of medical care (Wolf and Lo, 1999). There is yet
considerable disagreement about which standard of care—that provided in the
Western countries, or that more commonly expected in developing coun-
tries—should be provided, and still yet more disagreement about whether the
standard of care should be presumed to include ancillary services that
enhance medical outcomes, such as are available in the United States and
elsewhere (Angell, 1997; Lurie and Wolfe, 1997; Varmus and Satcher, 1997).

One way to consider this dilemma is to reflect on what might be termed a
relative parity of investments. If the research process in one in which a
number of actors invest—governments and industry with financial backing,
researchers with time and intellectual capacity, participants with their bod-
ies—then we should be able to expect a relative parity of investments, and a
relative parity of projected benefits. It is the general hope of governments that
research outcomes will maximize health for populations, and it is the general
hope of industry that research will maximize profits (without treating it as a
potentially distasteful word). Government and industry do not qualify those
expectations based on the location of research; that is, they do not say, “we
will settle for a diminished degree of maximized community health, or a
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diminished level of expected profit, if the research is conducted in a develop-
ing country.” Should, then, the research participant be expected to concede to
a diminished level of care—that is, a standard of care that is less than one
would expect to find in the West—because the research is conducted in a
developing country? This is a fundamental question that must be resolved at
the very outset, for it will determine the level of resource investment required
to guarantee responsible research.

. The researcher is, of course, required to protect the confidentiality of the

research participant, but more broadly, the researcher is required to support
the participant in the personal process of disclosure and privacy that will serve
the participant’s best interests within the community and cultural contexts in
which the participant lives. There is no question that some individuals may
suffer serious harm in some settings, even death, if their HIV status is known
to others; there is also no question that in many settings implied disclosure
can result from the smallest inadvertent breach—say, using a particular door
to enter a clinic, or possessing infant formula with no community-known way
of being able to pay for it. Every possibility should be thoroughly considered
by the researcher, who then has an obligation not merely to develop appropri-
ate protective strategies, but to fully disclose possible breaches, and strategies
designed to prevent them, with research participants.

. The researcher should work to involve individual participants, to the highest

degree possible, in all phases of research design, evaluation, implementation,
and dissemination, and to create and utilize the educational and translational
materials and processes that will make such involvement possible and mean-
ingful. If, indeed, the conduct of research is a partnership based on a rough
correspondence of investments, than the research participant has a right to co-
participate, to the highest degree possible and desirable, in the design, imple-
mentation, and evaluation of research that will directly affect the participant;
further, the participant has the right to disseminate, to other members of his or
her community, research findings that could directly benefit the lives of those
about who the research participant cares.

In the specific area of vaccine trials, a number of truly excellent tools have
been developed to help inform members of the community about vaccines,
vaccine trials, and ethical decisionmaking in relation to those trials; they help
“give the power back™ to potential research participants in terms of knowledge
and access to the “language of the academy.” (AIDS Vaccine Advocacy Coali-
tion, 2005; Godwin and Csele, 2005; International Council of AIDS Service
Organizations, 2006). Organizations such as the International Council of
AIDS Service Organizations (ICASO) have developed useful materials,
specifically on vaccine research, that explain the research process, potential
points of influence and decisionmaking for community advocates, and the
kinds of questions that advocates or watchdogs can pose about local trials.
Unfortunately, the available material—and there is too little of it—would not
be generally accessible to many learners. Such materials, in a variety of for-
mats, local languages, and reading levels, need to be more widely available, in
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order to equip civil society groups and individual advocates with tools to
understand and influence the management of local research (International
Council of AIDS Service Organizations, 2002).

. The research should attempt to involve participants in all phases of the design
and monitoring of ethical protocols, and to develop and utilize the educational
and translational materials and processes that will make such involvement
possible and meaningful. The participant has the right to review and critique
the foundational and operational ethics of the research, and the right to make
substantive contributions to the trial’s research ethics that fully address the
participant’s ethical, moral, and philosophical concerns.

. The participant has an intrinsic right to full disclosure and transparency of
relationships and interests, to the degree allowable by law and reasonable pro-
fessional standards. The researcher, then, should disclose to participants the
various financial, academic, political, and public health interests that have a
stake in the research, so that participants can, of their own initiative, consider
possible conflicts and agendas.

. The researcher should actively solicit participant questions in a number of
settings (clinical, community, focus groups, and other settings that are com-
fortable for the participant) and develop education materials based on key
themes and questions that emerge from those discussions. This can result in
the creation of an evolving “concordance” that can assist in the ongoing
process of participant education.

. The researcher should attempt to understand the individual circumstantial
factors that will condition an individual’s enrollment in and continuing
involvement in research, and assist the participant in managing those factors.
The oft-cited example of married women participating in research when
husbands have ambiguous or negative feelings about such participation
remains a good example. It may be a foreign value to posit that such women
ought to simply assert their independence under conditions of inequality. An
inadequate understanding of women’s lives under local conditions may
underestimate research risks to participants, may complicate and confuse
issues related to enrollment and retention, and ultimately, undermine
research sampling protocols themselves.

. The researcher could develop, for research staff and research participant use,
an open-ended lexicon of key terms and descriptions that regularly surface in
researcher-participant conversations about the research; research staff can, in
preparation, be trained to observe word usage and common points of confu-
sion about terminology. This can help facilitate shared understandings of
commonly-used terms, and avoid confusion or misinterpretation about mean-
ings. Such a lexicon, in a comprehensible format, can be made available to all
research participants.

. The researcher should recognize that individual responses to research par-
ticipation are conditioned not merely by historical legacies, but by strictly
individual variations in literacy, comprehension, learning styles, mental
health, disease status, and a host of other factors—and develop educational
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materials and strategies, and participant retention support materials, that
take those factors into account.

The researcher can solicit varied media life and health narratives from partic-
ipants, encouraging individuals to orally, visually, artistically, or in written
form to share their stories with researchers and, as appropriate, other research
participants. The solicitation of narrative that is broader and deeper than stan-
dard clinical histories will enable researchers to contextualize disease and
research involvement in the lives of research participants, and will assist
participants in the process of voicing their realities, concerns, expectations,
and hopes.

Conversely, researchers should utilize varied media tools to create their own
narratives and share them with research participants. There are two ways in
which this makes sense. First, mutual sharing of narratives recognizes that the
research relationship is not merely abstractly “professional,” but social as
well, and such sociability is important to the construction of trust-based rela-
tionships between researchers and participants. And second, a relationship in
which one party is expected to disclose private information, but the other
party is somehow viewed as exempt, is likely to be seen as nonreciprocal, and
inherently unequal.

Researchers should encourage research participants to “voice their com-
plaints” not merely as individuals interacting with researchers, but as social
and political actors participating in a larger social narrative about health and
illness, power and powerlessness, agency and control, individuals rights and
responsibilities in collective contexts, and justice. Encourage participants to
voice their realities in other ways. Research participants may or may not be
aware of advocacy initiatives such as participate

And finally, researchers should make every effort to involve host-country
researcher in the design and monitoring of ethics protocols to govern the
research. This would tend, all other things being equal, to add additional sen-
sitivity to the ethics-related needs of research participants, since host-country
researchers are more likely to be familiar with host country conditions and
cultures sharing individual lives. However, relatively few scientists and prac-
titioners from developing countries have participated on the larger dialogue
related to ethics of clinical research (Thomas, 1998).

Researcher Obligation to Control Arm Participants

The African 076 trials discussed elsewhere in the volume raise critical questions
about the obligation of researchers to control group participants in clinical trials.
A growing consensus in favor of the “highest ethical standard” would suggest that
placebo-controls are highly problematic in the case of HIV/AIDS research, and
that control group participants should have equal access to medical care and mon-
itoring and post-trial access to tested treatments, as those participants who are not
in the control group. Minimally, the researcher’s specific duties with regard to
control group participants must be spelled out in the protocol, and thoroughly
communicated to participants, so that full informed consent is achieved.
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Researcher Obligations to Potential Participants
who are Excluded

Too often overlooked is the researcher’s obligation to individuals wishing to par-
ticipate in a study, but who are excluded for categorically appropriate reasons (i.e.,
men who want to participate in a study related to treatment effects on women).
In societies characterized by extreme health care resource limitations, it is entirely
understandable that HIV + individuals would desire access to any available
resource—including clinical trials, which almost always include care and monitor-
ing during the course of the trial—that had the potential to extend individual qual-
ity and length of life. It is also entirely understandable that individuals who are
excluded from trials by virtue of justifiable categorical exclusions may feel disap-
pointed, frustrated, angry, and any number of other possible emotions.

The researcher has the obligation, in informing a potential participant of an
exclusion decision, to fully inform the individual of the basis for that exclusion, and
the options and alternatives available to the individual. The researcher also has the
obligation to listen thoroughly to an individual’s complaint about exclusion, and if
reasonable, make adjustments to current research or future research protocols to
address that complaint. Trials to test the efficacy of vaginal microbicides, for exam-
ple, have been challenged by individuals and communities who have complained
that an exclusive focus on intravaginal product development has effaced gay sexual
identity and practices, including the prevalence of anal intercourse among men who
have sex with men. This has led to the allocation of additional resources for the
development of an effective rectal microbicide as a parallel research track along
vaginal microbicide development.

At the least, the study should clearly spell out, as with control participants, the
rights of those who are excluded from the study, and should outline how the
research team will manage participant concerns and help the individual resolve
the challenge of accessing care in resource-limited settings. Excluded potential
participants deserve to be fully informed of these rights, and should fully under-
stand their grievance options under such conditions. In addition—as outlined
elsewhere—researchers continue to be positively bound by the duty to work
toward intra-national and transnational universal access to health care resources,
as defined based on the highest clinically-established standards of care now being
promulgated.
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Chapter 6

Researcher-Community Relations

Introduction

This chapter explores the ethical dimensions of the relationship between
HIV/AIDS researchers and participant communities. It is, by necessity, a broad
discussion; a thorough exploration of the relationship between HIV/AIDS
researchers and each of the specific communities now participating in HIV/AIDS
research would require volumes, not a single chapter.

And “community,” in this discussion, is certainly not limited to traditional defi-
nitions, which are often bounded by geography. “Community” herein implies any
group of individuals, however physically close or distant, that self-recognizes and
affirms common beliefs, values, identities, practices and behaviors, or aspirations.
While, for example, there is extraordinary diversity among African Americans in
United States, there is nevertheless a commonly-recognized identity as an “African
American community” in many places, and those local African American commu-
nities often have histories and characteristics that are unique and describable. It is
those “communities” that constitute the subject of this chapter.

A New York Times article in the summer of 2005 documented how multi-layered
and contentious ethical debates can become. A report posted on the internet—
without any documenting names, or supporting proof—contended that New York
City child welfare officials were guilty of abuse in allowing HIV + children in
the New York City foster care system to participate in clinical trials. Further, the
internet posting charged overt racism, noting that most of the children participating
in the clinical trials were African American or Latino. The accusations rapidly
migrated from internet site to internet site, eventually making their way into a story
in the New York Post, and then into a BBC documentary. Eventually, City Council
hearings found themselves packed with angry community members and defensive
child welfare officials—and the “truth” of the situation seemed increasingly
elusive.

Subsequent investigations found no credence to the claim that foster care
officials were guilty of abuse, or had inappropriately offered consent for participa-
tion of HIV + foster children in the study. Even further, reviewers later noted that
the original internet article had been posted by an “independent journalist” who
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himself pre-subscribed to the notion that HIV was not the causative agent for
AIDS, and that AIDS “treatment” was therefore inherently injurious (a belief that
many have termed “HIV denialism”). But it was too late: the damage had been
done, and the relationship between “the community”—itself a fluid and dynamic
configuration composed of sometimes overlapping and sometimes separate
entities, such as racial communities, foster parents, and the alternative press—and
foster care officials was, seemingly, damaged beyond repair. The long-term
outcome, though not tested, is predictable: the next researcher who comes along,
and who wants to conduct research using HIV + foster children as participants,
will, even if the research meets the highest ethical standards, and is being proposed
entirely based on the interests of the children and communities involved, be met
with at least suspicion, if not outright hostility (Scott and Kaufman, 2005).

This example is not provided in order to point the finger at one or the other party
as the ultimate culprit in the controversy, but to illustrate how easily controversy
can erupt. Additionally, it underscores the degree to which “community” may
include a wide spectrum of individuals and interests whose actions lie beyond
anyone’s control, two factors which, together, highlight both the complexity and
necessity of researcher-community relations. Benatar (2002) makes a special
and simultaneously more universal case for the obligations of researchers in
relation to participants communities by locating HIV/AIDS within a context of
economically- and ideologically-supported resource disparity:

The world at the beginning of the 215! century is thus characterized by widening economic
and health disparities between rich and poor (within and between countries), and by suffer-
ing, conflict, and alienation associated with pervasive social forces. This scenario provides
a strong case for viewing the emergence of new diseases such as AIDS that aftlict predom-
inantly those marginalized by poverty (80% of HIV positive persons live in the poorest
countries of the world), as directly related to the ecological niches created and sustained by
the nature of the global political economy and its ideology (Benatar, 2002: 1132).

For Benatar, the subsequent obligation is clear: “In the same way that racism, pater-
nalism, gender discrimination and interpersonal abuse have become discredited,
so too should autocratic/unaccountable institutions and exploitation be actively
contested” (Benatar, 2002: 1132).

To a certain extent, mechanisms for community involvement in the planning and
implementation of HIV/AIDS care, services, and research are more structurally (if
imperfectly) embedded in the United States. The community planning require-
ments related to allocation and monitoring of Ryan White CARE Act funds is a
good example. But in even this, a legislatively-mandated process of community
involvement, there have been enormous problems in practice. In an empirical
observation of the HIV community planning process carried out in Michigan,
Dearing and colleagues (1998) identified considerable shortcomings in the CDC
Guidance for such planning efforts, concluding that “considerable reinvention”
is required to make community planning work effectively. Specifically, they
concluded that planning council efforts required both information-seeking and
decision-making skills and capacities, and that planning councils composed of
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representative cross-sections of community stakeholders could not be fairly
expected to shoulder the burden of the former task (Dearing et al., 1998). If com-
munity planning, in this case narrowly focused on allocation of care resources
(without consideration of research or prevention resources), is often contentious,
even though typically supported by staffing, meeting resources (food, meeting
space, transportation to and from meetings sites, and the like), and the compulsion
of legislative mandate—if, under such conditions, community planning is
often unsuccessful, how can community planning, or the maintenance of good
relationships between researchers and participants, be expected to succeed in
resource-poor settings in developing countries, where such supports or mandates
rarely exist?

General Goals

Kilmarx and colleagues (2001) have made a number of overall recommendations
to enhance community participation in research, including (1) community consul-
tation, such as might occur through a representative community advisory group,
(2) community review of the study protocol, with opportunities for suggestions,
and (3) community review of consent forms and informational materials. This is a
start, but hardly adequate. Before protocols related to specific and narrow ethical
dilemmas are outlined, researchers should endeavor to understand, as completely
as possible, the context in which research will take place—the preconditions
affecting the characteristics of the community in which the research is to be
conducted. In formulating guidelines for biomedical research in developing coun-
tries, Benatar (2002) also suggests that special consideration should include the
conditions in developing countries; the research agenda of the industrialized
world; informed consent; and justice in the distribution of knowledge and
resources flowing from research. Thomas (1998) makes a similar point when he
argues for a maximalist perspective on the bioethics of HIV clinical trials that
would consider such issues as continued access to advanced treatment and tech-
nologies, equity, the nature of intersectoral collaboration, and human rights of
research participants.

These are perspectives that travel far beyond the limited boundary of individual
consent, and include an analysis of the relations and conditions in which research
takes place, as well as an explicit consideration of research gains as a shared
resource. And they are not universal perspectives; the debate continues. Brody
(2002), for instance, suggests that many of the types of community-wide require-
ments that have been suggested should be viewed as moral aspirations only, with
the focus of attention to remain on the research participants themselves.

Recognition of the community context in which research is to take place must
face, head on, the stakes for local communities: in some cases, community and
cultural survival are implicated. Research endeavors in international settings have
profound implications and potential impacts, both for the very individuals and
communities now alive. The urgency to fairly distribute knowledge and resources,
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as Benatar counsels, is immediate and palpable. What is often noted as uncommon
about HIV/AIDS is the degree to which emotionally-charged public debate about
the epidemic has given rise to the need to address deeper, meta-ethical questions,
to re-examine foundational theory in light of postmodern, multicultural, feminist,
and queer theory. At its worst these explorations could rapidly devolve into
exercises in intellectual parsing, but they cannot be allowed to do so: lives, whole
countries, are at stake.

More specifically, WHO/CIOMS guidelines have recognized the need to con-
duct research in developing countries, and subsequently sought to expand on the
application of bioethical principles. Guidelines for such application address the
urgency for research within communities in which disease is endemic; the need to
solicit not only personal consent but the active engagement of community leader-
ship; the need to work in collaboration with local public health authorities; the
need to educate the community fully about the aims of the research and potential
hazards or inconveniences; the need for multi-disciplinary review and auditing that
involves community participants; and the need to fully address the ethical dimen-
sions of externally-sponsored research. (Council of International Organization of
Medical Sciences, 1993). These are the broad considerations which the researcher
must address, but there are still precious few models to utilize in field practice.

In recent years one way that communities have addressed the systemic nature
of health challenges is through the formation of community health partnerships
(CHPs). CHPs are defined as “voluntary collaborations of diverse community
organizations, which have joined forces to pursue a shared interest in improving
community health” (Mitchell and Shortell, 2000: 242). “Partnerships,” in this
sense, can include coalitions, alliances, consortia, councils, and other organiza-
tional forms. These bodies almost always certainly include formal entities, but
can include non-attached individuals who are also affected by health issues—
such as consumers of HIV/AIDS services.

Despite the wisdom of the approach, however, CHPs have, in practice, not
always achieved measurable results (Cheadle, Berry, Wagner, et. al., 1997;
Knocke and Wood, 1981; Wandersman, Goodfman, and Butterfoss, 1993). In a
multidisciplinary analysis drawing from the literature on community organiza-
tion, social work, business strategy, organizational theory, transaction cost
economics, and public health, Mitchell and Shortell (2000) hypothesize that
CHPs with a high degree of external and internal alignment, and a high degree of
centrality, will be better able to demonstrate long-run sustainable performance,
long-run ability to secure needed resources, and long-run ability to use those
resources effectively and efficiently. By “external alignment” the authors mean
the correspondence between the composition of the CHP or partnership, and the
breadth or scope of problems addressed; by “internal alignment” the authors
mean the number of different services or initiatives the CHP has undertaken, the
level of decisionmaking, and mechanisms of coordination and integration. By
“centrality,” they mean the importance and influence of the CHP or partnership
within the power structure and organizational ecology of its community. Put more
simply, community health partnerships, Mitchell and Mitchell suggest, are
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more likely to be successful if they adopt strategies that are realistic in relation to
the external environment, utilize governance models that embrace heterogeneity
and clear decisionmaking, and occupy a meaningful place within local decision-
making structures and processes.

If HIV/AIDS research is embedded in and at least partially realized through a
community partnership process—and the present volume argues that it ought to
be—then there is much to recommend in this hypothesis in the design and
management of community structures to inform and guide ethical and proce-
dural practice in research. The very concept of a community health partnership,
in the first place, implies an entity more durable and comprehensive than a mere
advisory committee. Mitchell’s and Shortell’s hypothesis indicates that the part-
nership should (a) play a discernable community role, not merely an advisory
role to investigators, (b) pay particular attention to the partnership’s diversity of
composition and governance structures, so that they nurture cohesion and
involvement, and (c) articulate realistic strategic goals. Thus, instead of estab-
lishing time-limited, study-specific consultative bodies that advise and consent,
we might examine the possibility of creating more lasting, non-study-dependent
research partnerships with specific characteristics that develop long-term goals
and strategy.

The establishment of a community coalition or alliance for research can be an
effective tool, but we must still outline specific tools and strategies that such
coalitions can adopt, and that can facilitate effective relationships between
researchers and local communities. The following is a brief discussion of but
some of those strategies and tools, and the concerns and issues they may raise.

Research Committees and IRBs

Research committees are charged with the tasks of (1) evaluating research
proposals; (2) educating and assisting faculty, researchers, and the community in
understanding and appreciating research ethics; and (3) monitoring and auditing
research, and providing accountability to the public. In the conduct of research in
international settings, researcher-community relationships can be strengthened by
(1) ensuring representative community participation in research committees;
(2) conducting research committee deliberations as openly and transparently as
possible; (3) developing and consistently following protocols for reporting back to
the community the research committee’s deliberations, conclusions, and concerns;
and (4) ensuring that the research committee has developed lines of communica-
tion with all key community constituents and stakeholders, including health
care providers, public health officials, other academic and research institutions,
government, the media, non-governmental organizations working to provide
HIV/AIDS treatment and prevention education, other civil society organizations,
and faith-based institutions.

Particularly important—and highly problematic—is researcher relationships
with host country IRBs and standing research and ethics committees, since they
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can play a significant role in authorizing the proposed research. The challenge is
problematic because of the reality of poorly-resourced developing country IRBs,
and because of the historical tendency of Western science to adopt paternalistic
stances in laudable efforts to improve the capacity of developing-country science.
In a study of research ethics committees (RECs) in fifteen African countries,
Milford, Wassenaar, and Slack (2006) requested that a sample of African RECs
rated their own capacity to review HIV vaccine protocols as “moderate to lim-
ited.” Based on their findings from this study, the authors recommend additional
training and support around issues of informed consent, adding that “while there
is a need for ethics training applied to HIV vaccine trials, generic ethics training
needs could also be addressed by ethics initiatives and sponsors of ethics training
programs” (Milford, Wassennaar, and Slack, 2006: 8). This can be viewed as a
problematic statement at face value: it seems to presuppose that local RECs are
ethically deficient, when, in fact, they may not be as thoroughly schooled in
Western tools of ethical analysis and reasoning as their Western counterparts.
It would perhaps be more inclusive and culturally respectful to recommend that
“generic ethics training” should be a bilateral enterprise, in which Western and
non-Western ethicists—whether they are professionally deemed as such—seek to
come to a greater and more adept understanding of how “an ethics” is created,
and applied, in local context.

Community and Opinion Leaders

Every community has designated (i.e. formal) and informal leaders, individuals
who by virtue of an office, position, education, experience, age, or personal
charisma enjoy elevated status or influence over others. Indeed, the utilization of
so-called “Population Opinion Leaders” to impact community norms about HIV
risk and risk reduction behaviors has been shown to be an effective tool in the
United States, where the conscious mobilization of such leaders serves as the
centerpiece of some prevention initiatives.

Identification of community and opinion leaders, especially outside of the
researcher’s own cultural community, can be a complex task. Formal leadership
may, in some circumstances, possess little authority, and may not be capable of ade-
quately representing community concerns, viewpoints, and needs. Nevertheless, it
will be helpful to the researcher to identify community leaders who can fairly and
accurately reflect community sentiments, and who can also communicate, with
reasonable authority, the research team’s goals, intentions, motivations, strategies,
and needs. Such leadership can be identified through semi-structured polling of
community members. One must be careful, however, to frame questions carefully:
asking, “who is the leader of the community?” or some variation thereof may gen-
erate the names of official community leadership, but such individuals may or may
not enjoy the respect and trust of the community. Asking, on the other hand, “Who,
even without a title or office, knows how to get things done in the community?”
may identify individuals who are viewed as self-absorbed, fiercely competitive,
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or unethical, but who nevertheless, because of sheer persistence or force of will, get
things done—without, again, enjoying the trust and respect of the community. We
propose other, more carefully-worded queries: Who do most people view as fair,
even-handed? Who would most people select as someone who could do a good job
describing what’s happening in the community, or parts of the community? Who,
among people you know, can talk about or explain community issues so that others
can understand? Who do others trust and respect, even if they don’t always agree
with that person?

It is unlikely, given the complexity of even small communities, that a single
individual will be identified through such a process. It is much more likely that a
number of individuals, each with different leadership capacities, and capable of
voicing certain aspects of community life, emerge out of focused queries.

Once identified, community leadership can be engaged, formally or informally,
to gain support for research objectives, and to serve as a conduit through which
community concerns can be relayed to researchers. Dorothy Mbori-Ngacha
(2001) offers a good example—through failure to do so—of the importance of
engaging directly with communities and community leadership:

Over half the women accept testing, but less than a third of those who test positive come
back for the interventions. We are trying to understand this. Why would you not return,
after going through the whole process, to benefit from what we promised in the beginning?
When women come to the antenatal clinic, their agenda isn’t to learn their HIV status.
They want antenatal care. They may get tested, but if it comes out positive, many aren’t
ready to deal with that. Many are afraid.

I think we did it backwards, in a sense. We should have mobilized the communities so they
would support a woman in using antiretrovirals for preventing transmission or for not breast-
feeding her baby. Right now there isn’t enough support. Her mother-in-law will ask and
visitors will ask, and it will be very difficult for her to justify why she’s not breastfeeding
(International AIDS Vaccine Initiative, 2001).

Educational Materials and Campaigns

Representative community leadership can serve as key informants in the devel-
opment of community-focused educational materials and campaigns, which will
attempt to communicate the nature of the proposed research, its short- and long-
term goals and objectives, its specific protocols, its eligibility criteria and exclu-
sions, its ethical architecture, and its sponsorship, financing, the credentials of
the research team, and other key facts back to the community. The essential
questions are, What do members of the community want and deserve to know,
and how do they want to learn it? There are a wide variety of formats for such
education, including written materials, oral presentations, community media,
plays and skits, and a number of social marketing initiatives such as billboards.
Educational materials should be translated into local languages and dialects (and
back-translated to ensure accuracy), and subject to continual testing with the
intended audience.
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Community Decisionmaking and Research Ownership

Researchers would do well to establish formal or recognizable structures, such as
the kind of CHP coalitions or alliances mentioned above, that can offer opportu-
nities for community-decision about the deign and implementation of research,
and ownership of the research process and its findings. Researchers should
explicitly clarify the limits of decisionmaking and ownership in such structures,
and the rationale for those restrictions. Meetings of coalitions, alliances, or
comities should be open, with regular reporting back to the community in a vari-
ety of formats, and should receive adequate staffing support in the form of secre-
tarial assistance, technical support, and needed equipment. The vexing question
of who “owns” research results should be forthrightly faced, and complex ethical
questions, such as which standard of care to adopt in the provision of medical
care to trial participants, or the appropriate and fair construction of controls,
should be subject to open discussion. Such coalitions, alliances, or committees
cannot be viewed simply as mechanisms that will facilitate researcher-managed
ratification of research decisions. Rather, they should be regarded more broadly,
as venues in which members of the community and the research team can,
together, (1) genuinely grapple with the unresolved questions of research
sponsorship and objectives, protocols, and ethics; and (2) bilaterally exchange
knowledge and wisdom about the conduct of science and the life of the local
community and its residents.

Termination Aftershocks and the Next Study

The conclusion of a particular research study will invariably (if no additional stud-
ies are scheduled) result in disruption. Research dollars that have been flowing into
the community, and that have circulated through the local economy, will cease; the
provision of medical care to research participants may be discontinued or reduced;
the mobilization of the community toward the development of solutions to the
local challenge of HIV/AIDS may suffer because of suspended technical and
staffing support for coalitions, alliances, or committees; and opportunities for local
skill development through research employment and education may dry up.
Worse, developing world and domestic minority community perceptions that
research consists of something akin to “drive-by” operations, in which researchers
set up shop, extract data, and then depart, may be reinforced, thus increasing
mistrust, hopelessness, and adversarial relations.

Research studies are often typically multi-year initiatives. This affords
researchers the opportunity, from the very outset, to work in partnership with the
community to forecast what could happen at the study’s conclusion, and plan
proactively for management of any anticipated negative consequences. Even
more importantly, researchers should integrate such forecasts into the research
plan; it would be unethical, for example, to provide medical care for study partic-
ipants during the course of the study, and then, at its conclusion, simply cease
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provision of such services, and in a similar manner, it can be viewed as unethical
to alter local economies, disrupt employment and learning prospects, and suspend
support for emergent political/advocacy structures (committees, alliances, and
coalitions) without thought of potential local aftershocks.

Two other post-study issues, related to researcher-community relations,
deserve mention. The first is the ethical responsibility of the researcher (discussed
elsewhere in this volume) to advocate for additional resources that can help
rectify the inherent inequality of HIV/AIDS health care resource allocations that
now exists. This should take the form not only of working to fund continuing
research, which supports the self-interest of researchers, but also advocating for
additional medical, ancillary service, and community support funding that is not
based on research. Such additional services can simply help improve the lives of
members of the community and the community’s capacity for survival in the face
of the epidemic. The researcher-community relationship is an ideal setting from
which to advocate or mobilize for such resources.

The second has to do with who is credited with “authorship” of research find-
ings. Too often, no mention is made of the local community’s contributions in
research publications. It is as though the local community were effaced or inter-
changeable with any number of other “community-subjects.” Explicit acknowl-
edgement of the community’s contribution will help engender ownership of the
research and facilitate the smooth and respectful implementation of future
research. That findings should be reported back not merely in peer-reviewed jour-
nals, but directly, to the community through open forums and other venues, should
be taken as a given. But when that reporting occurs, it usually functions as the sole
setting in which thanks and appreciations are offered; such acknowledgement
needs to make its way into the scientific literature as well.
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Chapter 7
Recruiting for HIV-Related Research

Introduction

The concept of recruitment refers to the strategies that are utilized to approach
individuals who may be eligible to participate. Ethical issues may arise during
this process that relate to the extent to which detailed information about the study
is provided, the voluntary nature of the interaction with the research team
(Roberts, Warner, Anderson, Smithpeter, and Rogers, 2004), and the risks and
benefits that may be associated with the recruitment process, as distinct from
study participation. Although the process of recruitment is often perceived as
being seamless with that of enrollment and informed consent (Roberts, Warner,
Anderson, Smithpeter, and Rogers, 2004), the ethical issues may be distinct.

Providing Information

Federal regulations clearly specify the information that is to be provided to study
participants in the context of the informed consent process. This includes

1. A statement that the study involves research, an explanation of the purposes of
the research and the expected duration of the subject’s participation, a description
of the procedures to be followed, and identification of any procedures which are
experimental;

2. A description of any reasonably foreseeable risks or discomforts to the subject;

3. A description of any benefits to the subject or to others which may reasonably
be expected from the research;

4. A disclosure of appropriate alternative procedures or courses of treatment, if
any, that might be advantageous to the subject;

5. A statement describing the extent, if any, to which confidentiality of records
identifying the subject will be maintained;

6. For research involving more than minimal risk, an explanation as to whether
any compensation and an explanation as to whether any medical treatments
are available if injury occurs and, if so, what they consist of, or where further
information may be obtained;
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7. An explanation of whom to contact for answers to pertinent questions about the
research and research subjects’ rights, and whom to contact in the event of a
research-related injury to the subject; and

8. A statement that participation is voluntary, refusal to participate will involve no
penalty or loss of benefits to which the subject is otherwise entitled, and the
subject may discontinue participation at any time without penalty or loss of
benefits to which the subject is otherwise entitled (United States Department of
Health and Human Services, 2006).

The regulations suggest that the following additional information be provided to
study participants, as appropriate:

1. A statement that the particular treatment or procedure may involve risks to the
subject (or to the embryo or fetus, if the subject is or may become pregnant)
which are currently unforeseeable;

2. Anticipated circumstances under which the subject’s participation may be
terminated by the investigator without regard to the subject’s consent;

3. Any additional costs to the subject that may result from participation in the
research;

4. The consequences of a subject’s decision to withdraw from the research and
procedures for orderly termination of participation by the subject;

5. A statement that significant new findings developed during the course of the
research which may relate to the subject’s willingness to continue participation
will be provided to the subject; and

6. The approximate number of subjects involved in the study (United States
Department of Health and Human Services, 2000).

Clearly, the withholding of critical information may obviate any consent that is
given for participation in a study. Many of the abuses that have occurred in the
context of health-related research have resulted from the intentional omission of
critical details from the consent process (United States Department of Health,
Education, and Welfare, 1973). However, ethically and legally, it is unclear to
what extent specific details about the study must be included in the initial recruit-
ment materials, such as flyers, radio announcements, or advertisements, as
distinct from the provision of this information during the consent process. Neither
international guidelines for the ethical conduct of research nor the federal regula-
tions address this specific issue, although some institutional review boards appear
to demand that these details be furnished in recruitment materials.

Consider, as an example, a scenario in which investigators wish to conduct
research to formulate a culturally-appropriate HIV prevention intervention to
reduce sexually risky behavior among women in a relatively closed community that
is experiencing an increasing risk of HIV infection. The provision of all such details
in recruitment materials potentially stigmatizes individuals who are associated with
the participants, including even those who are not HIV-infected. The participating
women may be perceived as promiscuous by others in their community and may be
ostracized as a result. Recruitment at a site that is designated specifically and solely
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for the purpose of HIV research may also lead to the same consequence if partici-
pants’ presence at the site becomes known to their community. Contrast these
approaches with the conduct of a study that states in its recruitment materials that it
seeks to improve the health of women in the context of their relationships and is
conducted through a clinic or social service agency that provides a panoply of
needed services to the community, so that entrance into the building is not automat-
ically associated with HIV status and/or HIV-related, socially undesirable behav-
iors, such as multiple sexual partners and/or substance use.

Various international guidelines recognize the risk of stigmatization and
marginalization that may result or be associated with participation in health-
related research. The International Guidelines for Biomedical Research Involving
Human Subjects (Council for International Organizations of Medical Sciences,
2002) notes in the commentary to Guideline 8, which addresses the benefits and
risks of study participation, that

research in certain fields, such as epidemiology, genetics, or sociology, may present risks to
the interests of communities, societies, or racially or ethnically defined groups. Information
might be published that could stigmatize a group or expose its members to discrimination.
Such information, for example, could indicate, rightly or wrongly, that the group has a
higher than average prevalence of alcoholism, mental illness or sexually transmitted
disease, or is particularly susceptible to certain genetic disorders. Plans to conduct such
research should be sensitive to such consideration, to the need to maintain confidentiality
during and after the study, and for the need to publish the resulting data in a manner that is
respectful of the interests of all concerned, or in certain circumstances not to publish them.
The ethical review committee should ensure that the interests of all concerned are given
due consideration; often it will be advisable to have individual consent supplemented by
community consultation.

Guidelines 19 and 21 of the International Guidelines for the Ethical Review of
Epidemiological Studies (Council for International Organizations of Medical
Sciences, 1991, 2005) also caution investigators to be aware of this potential risk
and to protect research participants from such risk to the extent possible. Guideline
19 provides that “ethical review must always assess the risk of subjects or groups
suffering stigmatization, prejudice, loss of prestige or self-esteem, or economic
loss as a result of taking part in a study . . . ,” while Guideline 21 notes that

Epidemiological studies may inadvertently expose groups as well as individuals to harm,
such as economic loss, stigmatization, blame, or withdrawal of services. Investigators who
find sensitive information that may put a group at risk of adverse criticism or treatment
should be discreet in communicating and explaining their findings. When the location or
circumstances of a study are important to understanding the results, the investigators will
explain by what means they propose to protect the group from harm or disadvantage; such
means include provisions for confidentiality and the use of language that does not imply
moral criticism of subjects’ behaviour.

The duty of the researcher to be cognizant of and to minimize such risks to the
research participants arises from the ethical principles of beneficence and non-
maleficence. Beneficence refers to the “ethical obligation to maximize possible
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benefits and to minimize possible harms and wrongs,” while the principle of
nonmaleficence counsels researchers to protect participants from avoidable harms
(Council for International Organizations of Medical Sciences, 1991).

These same guidelines should be equally applicable to the recruitment process.
As seen from the above example, inadequate attention to such concerns during
the recruitment process could inadvertently result in the stigmatization and
ostracism of study participants. There may be methodological implications, as
well. Enrollment may move more slowly than originally anticipated due to
individuals’ reluctance to be associated with the study and risk the potential
adverse social and economic consequences.

Ensuring Voluntariness

Numerous reasons have been identified for individuals’ decisions to participate in
research studies. These include a sense of altruism (Baker, Studies, Lavender, and
Tincello, 2005; Elbourne, 1987; Fry and Dwyer, 2001; Jenkins, Chinaworapong,
Morgan, Ruangyuttikarn, Sontirat, Chiu et al., 1998; Stanford et al., 2003), a
desire for enhanced medical care (Baker, Studies, Lavender, and Tincello, 2005;
Stanford et al., 2003), assurances of confidentiality and privacy (Stanford et al.,
2003), a sense of personal satisfaction (Fry and Dwyer, 2001), an expression of
citizenship (Fry and Dwyer, 2001), activism (Fry and Dwyer, 2001), the availabil-
ity of additional information or assistance (Fry and Dwyer, 2001), and economic
gain (Fry and Dwyer, 2001). Yet other individuals may agree to participate in a
specific research study out of fear that they will alienate or disappoint their health
care provider who has approached them for their participation (Warner, Roberts,
and Nguyen, 2003). In the context of HIV research specifically, several motiva-
tions for participating have been identified: altruism or the desire to help others
(Hays and Kegeles, 1999; Harro et al., 2004; Leonard, Lester, Rotheram-Borus,
Mattes, Gwadz, and Ferns, 2003; Reeder, Davison, Gipson, and Hesson-Mclnnis,
2001; Thapinta et al., 2004), a desire to understand or to end the AIDS epidemic
(Hays and Kegeles, 1999; Reeder, Davison, Gipson, and Hesson-Mclnnis, 2001),
a desire to obtain needed services or increase health awareness (Leonard, Lester,
Rotheram-Borus, Mattes, Gwadz, and Ferns, 2003; Moreno-Black, Shor-Posner,
Miguez, Burbano, O’Mellan, and Yovanoff, 2004), and/or a wish to reduce the
likelihood of becoming HIV-infected (Hays and Kegeles, 1999). The most
common reasons for refusal to participate in studies include a lack of interest
(Cooley et al., 2003), a distrust of research and/or researchers (Baker, Studies,
Lavender, and Tincello, 2005; Thompson, Neighbors, Munday, and Jackson,
1996), health limitations (Cooley et al., 2003), inconvenience (Baker, Studies,
Lavender, and Tincello, 2005; Cooley et al., 2003), and a sense of disempower-
ment associated with the research process (Baker, Studies, Lavender, and
Tincello, 2005).

Several of these scenarios raise concerns regarding the extent to which the deci-
sion to participate is actually voluntary. For instance, if a prospective participant
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is unable to obtain adequate medical care outside of the context of the research
study, one must question the extent to which the individual perceives his or her
decision as voluntary. If the response to recruitment efforts is premised on eco-
nomic gain, the voluntary nature of the resulting consent to participate may be
suspect if the gain constitutes a significant portion of an individual’s income or
assets at the time it is offered. An individual who is approached by his or her physi-
cian for participation in a study may feel that he or she has no real choice and must
participate in order to avoid potential unwelcome consequences. In each case, one
must ask whether the underlying motivation is merely an incentive to participate
and an acceptable form of persuasion or whether it constitutes a form of undue
influence or coercion that would negate voluntariness and obviate informed
consent.

Persuasion, Incentives, Inducement, and Coercion Defined

Persuasion, which is seen as an acceptable form of influence that is compatible
with informed consent, “is the successful and intentional use of reason to con-
vince a person to willingly accept the beliefs, choices, or decisions favored by the
persuader” (Erlen, Sauder, and Mellors, 1999: 85-86). An incentive has been
defined as “that which influences or encourages to action; motive; spurs; stimu-
lus” (McKechnie, 1976: 921). In contrast, an inducement is considered to be
“undue” if it is so “attractive that [it can] blind prospective subjects to potential
risks or impair their ability to exercise their proper judgment....” (Office of
Protection from Research Risks, 1993). Coercion represents an even more force-
ful form of influence: “an extreme form of influence by another person that
completely controls a person’s decision . . . depriv[ing] the person of autonomous
choice, and thus is incompatible with informed consent” (Faden and Beauchamp,
1986: 338-339). Coercion has been understood “to involve a threat of physical,
psychological, or social harm in order to compel an individual to do something,
such as participate in research” (Grady, 2005: 1683). What is offered as an
incentive may constitute either an acceptable form of persuasion or a form of
coercion, depending upon the nature of the incentive and the context in which it is
offered (Erlen, Sauder, and Mellors, 1999). And, according to some scholars,
incentives may be morally suspect even if they are not coercive if they succeed in
convincing individuals to do something that they would not ordinarily agree to
do. (Steinbock, 1995).

Medical Care as an Incentive

It may be difficult to understand how the provision of medical care in the context
of a study about a medical condition might be sufficient to persuade an otherwise
reluctant and possibly generally unwilling individual to sign on as a research
participant. One scholar with significant experience providing medical care in
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Mozambique, where the local provincial health service budget was approximately
$3 US per capita, noted:

This is the sort of health service where every clinician finds him or herself from time to
time looking at the pharmacy cupboard and wondering how to divide the remaining three
vials of penicillin between the five patients in the ward who need it. (Whether to give start-
ing doses to everyone in the hope that the promised new supplies will arrive, or just give it
to one seriously ill child, for whom at least it represents a curative course.) From that
perspective, enrolling patients in a clinical trial will always look attractive, no matter how
unethical that research may turn out to be (Loff and Black, 2000: 293).

Consider, as well, the situation of HIV-infected members of U.S. racial/ethnic
minority groups with respect to health care. HIV has been found to be one of the
largest contributors to the gap in life expectancy that exists between blacks and
non-Hispanic whites in the U.S., due to both disproportionately higher HIV infec-
tion rates and death rates, which persist despite the advent of HAART (Wong
et al., 2002). Minority individuals experience increased difficulty obtaining
needed HIV care and are less likely to receive the medications needed to treat
their infection (Moore et al., 1994; Weissman et al., 1994; Mor et al., 1992; Stone
et al., 1998; Turner et al., 2000). Compared to non-Hispanic whites, African
Americans and Hispanics are more likely to experience a delay in the receipt of
HIV care following a diagnosis (Turner et al., 2000), and the care that they
receive is less likely to adhere to recommended treatment protocols (Shapiro
et al., 1999; Stone et al., 1998). When one considers the relative lack of health
insurance among African Americans and Hispanics in comparison with non-
Hispanic whites (Hall, Collins, and Glied, 1999; Henry J. Kaiser Family
Foundation, 2003; Mills and Bhandari, 2003) in conjunction with the documented
delays in receiving care and the quality of that care, it is not surprising that some
individuals may feel that they have no real choice but to participate.

The question, though, is whether the provision of medical care constitutes an
incentive, spurring an individual towards action, or an inducement, blinding the
person to the risks associated with study participation. And, a failure or refusal
to provide medical care associated with the condition under study would also
raise ethical questions. For instance, it is not unreasonable that a study partici-
pant receive the medical care necessary to ensure the safe conduct of the
research or treatment for an adverse reaction to a drug that is the subject of
the study in which they are participating. Indeed, a failure to provide such care
arguably contravenes the provisions of the Nuremberg Code. Additionally, the
International Ethical Guidelines for Biomedical Research Involving Human
Subjects of the Council for International Organizations of Medical Sciences
(2005) states in Guideline 21:

External sponsors are ethically obliged to ensure the availability of: health-care services
that are essential to the safe conduct of the research; treatment for subjects who suffer
injury as a consequence of research interventions; and, services that are a necessary part of
the commitment of a sponsor to make a beneficial intervention or product developed as a
result of the research reasonably available to the population or community concerned.
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Monetary Incentives

The idea of an incentive is often confused with the concept of recruitment. While
recruitment refers to the overall strategy to identify, interest, and provide informa-
tion to potentially eligible persons, incentives may comprise only one aspect of
this overall strategy and may be offered for a variety of reasons (Dickert and
Grady, 1999; Rice and Broome, 2004). Incentives may also be offered to further
retention in addition to the initial recruitment of participants.

Grady (2005) has identified a number of reasons that underlie the provision of a
monetary incentive to recruit research participants: (1) to assure the recruitment of
an adequate number of participants for a study; (2) as a mechanism to overcome
opportunity costs, inertia, and distrust and recruit hard-to-reach populations; (3) as
reimbursement for lost wages and other participation-related expenses, such as
transportation; and (4) as fair compensation or remuneration for the expended time
and associated inconvenience. Studies that have examined the attitudes of unpaid
research participants towards the provision of incentives have reported that the
participants approve of the use of incentives to improve problematic recruitment,
to reimburse participants for their study-associated costs, and to recognize partici-
pants for their investment of time and effort (Russell, Moralejo, and Burgess,
2000). Although a monetary incentive may be a motivation for some individuals to
participate in HIV-related research, it appears to be a relatively minor reason (Hays
and Kegeles, 1999).

Although Grady (2005) recognizes that payment may be perceived as a form of
coercion, she rejects the validity of that notion, arguing that an offer of money in
return for participation cannot be coercive because it does not involve a threat of
harm. In analyzing whether the provision of a payment constitutes an undue
inducement, Grady (2005) acknowledges that scholars have questioned whether
payment can impair potential participants’ judgment, compromise the voluntary
nature of their decisionmaking, or unduly influence the participants to misrepre-
sent themselves in order to appear eligible for enrollment into a particular study.
She counters such concerns by asserting that

voluntary decisions are motivated by various factors, sometimes including money, and are not
necessarily motivated by altruism alone. When people are choosing a job, making purchases,
or making other voluntary decisions, they often consider the money aspects of their choice in
the form of salary, benefits, or sales price. Decisions are generally complex and multifaceted,
however, and are rarely based solely on monetary considerations. Similarly, people participate
in clinical research for multiple reasons, and money may be one among those reasons or even
the main reason. Limited data suggest that the offer of money is one factor in the decision
making of some, but not all, potential participants (Grady, 2005: 1683).

Grady further argues that more careful screening can minimize the risk of misrep-
resentation by prospective participants, which could compromise both the safety
of the particular participant and the validity of the study. Although few studies
have examined this particular issue, the research that has been conducted suggests
that the provision of a monetary incentive may, indeed, influence participants to
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conceal activities that would render them ineligible to participate in a study
(Bentley and Thacker, 2006).

Research further suggests that, although the payment of a monetary incentive
will not blind prospective participants’ to the risks of participation, payment
appears to increase individuals® willingness to participate regardless of the level
of risk involved (Bentley and Thacker, 2006). Additionally, larger payments
appear to result in increased willingness.

Concerns have also been voiced that the provision of payments may be more
attractive to individuals of lower socioeconomic status, resulting in a dispropor-
tionate burden on this population in contravention of the principle of justice, as
well as methodological difficulties resulting from reduced generalizability of the
study findings (Grady, 2005). Grady (2005) has suggested that prorating payment
for studies involving multiple visits may minimize the possibility that someone
will volunteer to participate on the basis of payment alone.

Active Recruitment Strategies

A variety of mechanisms may be used to recruit individuals for enrollment into
research studies. These strategies may be active, consisting of direct contact between
the researcher and the potential participant, such as by telephone or personal contact,
or they may be passive, whereby the participant must contact the research team after
having been made aware of the study, such as through an advertisement or brochure
(Amthauer, Gaglio, Glasgow, Dortch, and King, 2003; Coley et al., 2003; Milgrom,
Hujoel, Weinstein, and Holborow, 1997). Active recruitment strategies may raise
particular ethical concerns because they involve direct contact with the participant
and, as such, carry the possibility of being coercive.

It is not unusual for individuals to be approached by their care providers for
participation in clinical studies. Several research groups have noted the high
esteem in which physicians are often held by their patients, and the concomitant
reticence of patients to disappoint their providers by refusing their requests,
patients’ trust in their physicians to hold their best interests in mind, and patients’
fear of repercussions if they should decline their provider’s suggestion of partici-
pation (Pearn, 2001; Warner, Roberts, and Nguyen, 2003). Additionally, when
approached for participation by providers, individuals may confuse the purposes
of research with the provision of clinical care (Grady, 2005).

Researcher Conflict of Interest

Increasing attention has been focused on the payment of finders’ fees, which are
“offers of money to physicians, nurses, or other health professionals in reward for
their referral of patients eligible for research participation . . . over and above rea-
sonable remuneration for services rendered” (Lemmens and Miller, 2003: 399).
It has been hypothesized that health professionals who receive such fees may
“be more lenient with respect to informed consent procedures, they may convince
themselves that research participation is in their patient’s best interests, or they
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may be overly flexible with regard to the study inclusion and exclusion crite-
ria” (Lemmens and Miller, 2003: 401). Unwittingly, they may exert increased
pressure on individuals to agree to participation. Should this occur, the partici-
pants who are the focus of recruitment efforts are potentially at increased risk of
harm, and the validity of the study is questionable. And, although the American
Medical Association has condemned such payments as unethical (American
Medical Association, 1994, 2000) and IRBs are charged with the responsibility to
review the methods used to recruit study participants (Food and Drug
Administration, 1998), there is no legal requirement that investigators disclose
payments that they receive in exchange for recruitment efforts.

Risks and Benefits in the Recruitment Process

Relatively little attention has been focused on an examination of the risks and
benefits associated with the recruitment process, as distinct from participation in
the study itself. However, the manner in which recruitment is conducted may
itself raise such concerns.

The direct recruitment of patients by their providers into research studies may
bring about harm to the participants and the violation of the principle of nonmalefi-
cence, in addition to those issues related to voluntariness, discussed above. In one
study involving patients, more than half indicated that they would find an invitation
from their care provider to enter a clinical trial upsetting. Two-thirds of the patients
who thought that such an invitation would affect their recovery believed that it would
make them worse (Corbett, Oldham, and Lilford, 1996). Researchers surmised from
these findings that patients expect their physicians to focus on their best interests and
their clinical care in the context of providing that care (Habiba and Evans, 2002).

The indirect recruitment of additional participants through already-enrolled par-
ticipants has been utilized frequently as a recruitment strategy in the context of
HIV research, such as research designed to understand the transmission patterns
of HIV infection through sexual and drug-using networks (Margolis, 2000).
However, this approach carries the potential to harm current and prospective
participants, in contravention of the ethical principle of nonmaleficence. Already-
enrolled research participants may be asked for a listing of their sexual contacts
during a specified time period. Margolis (2000) has decried the use of such a
recruitment strategy, arguing that the practice carries with it significant risks. First,
this approach violates the basic need for privacy. Second, it may result in the inad-
vertent deductive identification of the index participant who does not wish to be
identified to the potential participant. Third, the disclosure of the identity of a sex-
ual partner by the index participant may undermine the trust between those per-
sons. Finally, individuals within the community may refuse to participate in
research studies if they believe that information provided to researchers will be
disclosed to others or they believe that they will be asked to violate trust. The prac-
tice of recruiting new participants through existing participants also raises issues
of voluntariness in the informed consent process, because the newly recruited
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individuals may be reticent to refuse to participate for fear of injuring their
relationship with the participant(s) who provided their names.

Increasingly, heterosexual couples are recruited into HIV-related research to
test the effectiveness of HIV prevention strategies (McMahon, Tortu, Torres,
Pouget, and Hamid, 2003; Witte, El-Bassel, Gilbert, Wu, Chang, and Steinglass,
2004). Numerous ethical issues may arise in this context. Depending upon the
dynamics within a relationship, a woman may be pressured by her male partner to
participate when she does not want to, or blamed if the couple does not meet
study eligibility criteria (McMahon et al., 2003). There is also a danger that infor-
mation provided by one partner that has been withheld from the other may
be inadvertently disclosed or revealed by a staff member during the course of the
study. Depending upon the nature of that information and the dynamics within
the relationship, such a disclosure could leave the partner vulnerable to abuse.

Concerns have been voiced with respect to the use of active recruitment strate-
gies in the context of studies with bereaved families, whereby members of
bereaved families are contacted directly by members of the research team who
become aware of their situation through their care providers (Cohen, Davis,
Hunter, Carp, Geromanos, and Sunkle, 1997; Steeves, Kahn, Ropka, and Wise,
2001). The bereaved family members may feel that their privacy is being violated
by the physicians or other ancillary care providers, such as clergy, who facilitate
these communications. And, although active recruitment strategies appear to
result in higher response rates from prospective participants, many IRBs often
refuse to permit their use (Nelson et al., 2002).

Indeed, research suggests that such concerns are well-founded. In one study
focusing on attitudes about recruitment approaches, the majority of the 498
respondents indicated that they would mind if their names were given to
researchers by their doctor without their permission (Hull, Glanz, Steffen, and
Wilfond, 2004). However, the majority also indicated that they would be willing to
give such permission if asked to do so.

Researchers are increasingly relying on the internet as a mechanism for recruit-
ment into HIV studies (Bowen, Williams, and Horvath, 2004; Bull, Lloyd,
Rietmeijer, and McFarlane, 2004; Fernandez et al., 2004; Fernandez et al., 2005),
raising numerous ethical and methodological challenges. First, it is incumbent
upon the researcher recruiting through chatrooms to divulge the nature of his/her
participation in those communications. It would be easy, for instance, for the
researcher to withhold the true purpose of his or her participation and steer other
chatroom participants to a research study. And, while such deception is not
prohibited, international ethical guidelines strongly discourage its use (Council
for International Organizations of Medical Sciences, 1991, 2005). Reliance on
such tactics may result in feelings of betrayal among the individuals targeted and
a community-wide distrust of scientists and their trade.

Second, web-based recruitment strategies that require individuals to reveal
information about themselves on-line in order to facilitate future contact must
incorporate sufficient safeguards to protect the confidentiality of those data from
intending hackers. A failure to do so could lead to adverse social, economic, and
legal consequences to respondents.
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Recruitment and Justice

The ethical principle of justice has been interpreted as demanding distributive justice:
that the benefits and the burdens of research participation be available across popula-
tions (Council for International Organizations of Medical Sciences, 2002, 2005).
However, until relatively recently, biomedical research studies were often conducted
without female participants (Ramasubbu, Gurm, and Litaker, 2001; Vidader, Lafleur,
Tong, Bradshaw, and Marts, 2000). This omission rises not only ethical issues, but
methodological concerns as well. A sufficient number of females must be included in
studies in order to ensure the generalizability of the research findings. For instance,
the therapeutic actions and side effects of drugs and drug dosages may vary between
men and women due to differences in body composition, hormones, and metabolism
(Mastroianni, Faden, and Federman, 1994). Gender and sex differences may also
exist with respect to psychological, social, behavioral, or epidemiological factors.

In the United States, the 1993 NIH Revitalization Act mandated the inclusion
of women in all relevant clinical research (Federal Register, 1994). At the same
time, the Food and Drug Administration revised its policy to permit women of
childbearing potential to participate in early drug trials and emphasized the need
for analyses of research data by sex. Despite these policy changes and the
increased enrollment of women as participants in clinical studies, relatively
few research groups conduct analyses of the resulting data by sex (General
Accounting Office, 2000). A similar situation exists with respect to the enroll-
ment of women and analysis of data in research conducted in Canada (Marrocco
and Stewart, 2001; Stewart, Cheung, Layne, and Evis, 2000).

Minorities have also been excluded from participation in clinical research until
relatively recently (Armistead et al., 2004; Daunt, 2003). Various factors are
believed to be responsible for this lack of participation, including stigmatization,
employment obligations that permit little time off from work, lesser financial
resources to pay for child care or transportation expenses associated with study
participation, and poor literacy skills that reduce individuals’ ability to participate
in survey- or questionnaire-based research (Armistead et al., 2004; Family Health
Research Group, 1998).

The attitudes and perceptions of providers may be key to the underrepresentation
of both women and minorities in HIV/AIDS clinical trials. One study found that
providers believed that African Americans, Latinos, and Haitians were less likely
than non-Hispanic whites to be interested in HIV clinical trials (Stone, Mauch, and
Steger, 1998). Similar judgments were made about women. A proportion of the
providers further reported that, based on these perceptions, they were less likely to
inform Latinos and Haitians about the possibility of clinical trial participation.

While the principle of justice argues for increased inclusion of women and minor-
ity group members, the ethical principles of respect for persons and nonmaleficence
may require that persons be excluded from participation in research studies if they
are vulnerable and if those studies do not directly address their needs or if other, non-
vulnerable populations can be relied on for the conduct of the particular study
(Council for International Organizations of Medical Sciences, 2002). Vulnerable
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participants are persons who are relatively or absolutely unable to protect their own
interests because “they have insufficient power, prowess, intelligence, resources,
strength, or other needed attributes to protect their own interests through negotiation
for informed consent” (Levine, 1988: 72). It has been argued that individuals
suffering from incurable or fatal diseases, such as HIV/AIDS, may constitute a vul-
nerable group, in part because of their relationship with their physician and confu-
sion between clinical care and participation in clinical research (the “therapeutic
misconception”) (Grady, 2005). The vulnerability of such persons may be further
compounded in the presence of other factors, including poverty, illiteracy, and
stigmatization associated with minority status (Glantz, Annas, Grodin, and Mariner,
2001). Indeed, in view of the demographic characteristics of populations most
impacted by HIV infection in developing countries, it is likely that many participants
in phase III HIV vaccine trials will be drawn in those countries from black commu-
nities that may be at increased vulnerability due to these factors (Barsdorf and
Wassenaar, 2005; Lindegger, Wassenaar, and Slack, 2001).

Some might argue that individuals characterized by this compound vulnerability
be excluded from research studies because of an increased likelihood that their
decision to participate will be less than completely voluntary due to their economic
and social circumstances. The few research studies that have been conducted on
minority groups’ perceptions of research suggest that, at least in some contexts,
individuals from historically persecuted minority groups are less likely than others
to perceive participation in research as voluntary (Barsdorf and Wassenaar, 2005).

However, the exclusion of such persons from research due to their vulnerability
would be reflective of paternalism resulting from an inappropriate overemphasis
on the principle of nonmaleficence and de-emphasis on the principle of justice,
which dictates that the benefits and burdens of research be accessible across
populations (Beauchamp, Jennings, Kinney, and Levine, 2002; Erlen, Sauder, &
Mellors, 1999; Roberts, Geppert, & Brody, 2004; Stanley, Stanley, Lautin, Kane,
and Schwartz, 1981). Instead, such persons should be afforded the opportunity to
participate in research protocols that have been structured to afford special pro-
tection to participant groups that may be particularly vulnerable (Council for
International Organizations of Medical Sciences, 2002, Guideline 13).
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Case Study One
Ethical Issues in Internet-Based HIV
Primary Prevention Research
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Behavioral Intervention Trials

Behavioral intervention trials use similar methods as drug intervention trials
when rigorously testing the efficacy of an intervention. However, unlike drug
trials, behavior is the primary outcome of interest (in this case, reduction in
unsafe sex behavior) and masking the condition to which participants are ran-
domized is often not possible. In behavioral randomized controlled trials
(RCTs), participants are prospectively assigned to either the new intervention
(e.g., counseling, group intervention, community level awareness) or to a control
condition (usually a comparison “tested” intervention). Baseline and follow-up
surveys are used to assess self-reported sexual or drug using behavior over a
preceding time period, typically 2—-3 months. At baseline, provided the random-
ization was effective, there should be no significant differences between those in
the treatment or control conditions on risk factors or co-factors. At follow-up
(typically 3-months for short-term interventions or 12—18 months for long-term
HIV prevention), any differences in knowledge, attitudes and behavior are
attributed to the intervention.

Men who have sex with men (MSM) are among the most infected and
affected populations with HIV, both nationally and globally. While the reasons
why MSM are at at increased risk for HIV are multifactorial, identified barriers
to HIV prevention for this population include less access to education, greater
experience of discrimination, lack of self-acceptance of sexual orientation
and greater stress (US Surgeon General, 2001). Even online, accessing good
information is difficult. Some government websites often use well-meaning but
vague terms like “always use a condom”, while other websites provide differ-
ent, and at times, inaccurate or unhelpful information about homosexuality. For
these reasons, the need for effective HIV prevention that addresses this commu-
nity’s sexual health concerns is particularly pressing.
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Introducing the Study

The potential of the Internet to reach at-risk and stigmatized populations on a
global scale makes researching Internet-based interventions of great significance
to HIV prevention. The leading challenge of HIV primary prevention is demon-
strating whether online interventions can effectively promote health by reducing
risk behavior, especially among those at greatest risk of acquiring or transmitting
disease.

The Men’s INTernet Sex Il (MINTS-II) study is one of the first NIH-funded
HIV prevention trials of its kind with three aims:

1. To investigate risk behavior with sex partners met online among Men who use
the Internet to seek Sex with Men (MISM);

2. To develop a highly-interactive, Internet-based HIV prevention intervention
that is theoretically-sound and state-of-the-art in both HIV prevention and
e-learning; and

3. To conduct an RCT to test the effects of the new Internet-based HIV prevention
intervention for MISM on participants’ risk behavior.

This study has been ethically challenging for multiple reasons. First, the field of
study is highly innovative. As discussed below, there are frequently ethical dimen-
sions to practical questions, and thus we find ourselves adapting principles. Second,
some ethical challenges are secondary to technological innovation. The Internet is
complex: it may be viewed simultaneously as a fool or medium by which to impart
information; an environment where individuals join together to become virtual
communities; and a culture with its own language, rules, and styles of communica-
tion (Rosser et al., 2007). The scope of the Internet brings challenges. While it is
global in reach (i.e., the world wide web), it is both a public space (people feel free
to surf anywhere on the net) and a private medium (for example chat rooms, web
cams, and email where people may engage in highly personal, private communica-
tions). Third, sexual behavior is intimately tied to the Internet, which may be
viewed as the largest sex venue in the world. The Internet is a widely used tool for
individuals to get their sexual information, obtain sexually explicit material, and
meet other people both socially and for sex. As an example, Gay.com currently has
3.0 million members in the US, which numerically represents a gay virtual city
approximately the size of Chicago. Sexual minorities including MSM were early
adopters of the Internet, and many (14% in an earlier study we conducted) report
only meeting men for sex online (not conventionally). All these characteristics have
made ethical decisionmaking more challenging.

The Ethical Dilemmas

In this paper we highlight five ethical dilemmas that we have encountered.
The first ethical dilemma was who to target? In HIV prevention, there is fre-
quently a trade-off: the more targeted or personalized an intervention, the more
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effective it is, but the more broad or impersonal an intervention, the more peo-
ple may find it relevant. So we had to decide whether the first highly interac-
tive HIV prevention online intervention should attempt to target all MISM, or
only a subgroup? To make the dilemma more real, we asked the question this
way: Is it more important to address the HIV prevention needs of an 18-year
old, HIV negative white student living in North Dakota who is just coming out,
becoming sexually active, and likely needs education about his sexuality and
information on HIV prevention, or is it more important to target the 45-year
old HIV positive African American living in downtown New York who has
already received a lot of education about HIV? Is there a way of addressing
their common prevention needs, or if their needs are too different, who
deserves HIV prevention more?

The second ethical dilemma we encountered was how explicit to be? For exam-
ple, when talking about sexual acts, should we use the word “intercourse” (highly
professional but very clinical and an advanced reading level), “sex” (a middle
ground term that can be ambiguous), or “fuck” (a clear term but also offensive to
some participants)? Sexual explicitness presents a difficult dilemma, because
MISM are a diverse group with opinions and values ranging from very traditional
to highly non-traditional. The language with which one man may most easily
identify to protect his health, may offend another. How do you chose between
promoting good and doing as little harm as possible (causing offense and turning
people off to prevention)? In face-to-face individualized interventions, HIV pre-
ventionists can circumvent this problem by using the language a client uses or
prefers. In group interventions and public pamphlets, language typically is “toned
down” to that needed to convey the information while trying not to offend.
However, while MSM may be diverse, most gay men talk about sex differently
and far more openly than other groups. Similarly, online communication is typi-
cally much more direct, explicit and visual than offline communication (Gurak
and Lannon, 2003). Consider as well, the clearer and more direct the language,
the greater the chance that the message will be received as relevant and under-
stood. The more visually explicit (e.g., watching a condom being placed on a
penis), the greater the chance that men will mirror the behavior, but also that oth-
ers may judge the site as pornographic.

The third dilemma was how to make the new intervention most effective? The
best online learning environments keep content fun, alive and entertaining and ulti-
mately improves learning and retention (Allen, 2003). However, some people may
consider keeping sex fun, alive and entertaining to be inadvertently encouraging
men to have more sex, thereby possibly increasing HIV risk. We also considered
that in a highly conservative political environment, interventions that gain greater
public attention may be at greater risk for being targeted by groups opposed to pro-
grams that benefit MSM.

The fourth dilemma was how participant-to-participant interactive to make the
site? In traditional offline interventions, the presenter has some control over the
participants' interactions. Creating a forum for participants to interact with one
another during an online intervention has the advantage of promoting virtual
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community and possibly establishing safer sex group norms. However, because
of the anonymous nature of the Internet, online communication may turn hostile
(i.e., "flaming") and, in some cases, participants may promote unsafe sex values.
While in a principle of community-education is trust of the community. But if
trusting the community destroys the purpose of the intervention, how interactive
should we make this intervention?

The fifth dilemma was in the choice of control group. In a drug study, the
typical design is a double-blind placebo-controlled trial. In a behavioral trial, the
typical control is state-of-treatment, offered both so that researchers can test
whether the new intervention is more effective than what is already available, and
to address the ethical necessity that everyone gets at least some information
(usually the standard-of-care) on how to lower their HIV risk behavior. But on the
internet, what is a standard-of-care? Thus, we asked ourselves whether we should
(a) use a null control and just let people search for themselves, (b) require that
they read an online brochure about HIV risk reduction, as is sometimes used in
offline studies, or (c) send them to specific sites to assess whether the new inter-
vention is superior to existing sites but have not been rigorously tested?

Our Solutions and Why We Chose Them

In choosing who fo target, ethically we reasoned there is no way to value one life
over another. Both men, in our example, have a right to education, but with lim-
ited resources, how can we do the greatest good? To address the dilemma of
whose needs to prioritize, we took an empirical approach. In order to make the
best informed decision, we collected baseline data on risk behavior. A priori, we
decided that if a subgroup of MISM reported significantly higher risk than other
subgroups, we would target them first because targeting prevention to the highest
risk group should reduce the greatest amount of HIV transmission.

We collected formative research data on from 2,718 MISM living in the US to
inform our decision, but the data turned out to be more complex than anticipated.
Across demographics, most of the sample reported no unprotected anal inter-
course in the last 90 days with male partners either met online (n = 2059 of 2710
or 76%) or offline (n = 2237 of 2709 or 83%). African American MISM did
report significantly more (almost twice as much) unprotected anal intercourse
(UAI) than other groups, however, as shown in Table 7.1, it was a small number
of men that (those in the top 10! percentile) who reported UAI with large num-
bers of men, that accounted for the differences in risk found across race and eth-
nicity. Thus, based on the evidence, we decided to target the 10-18% of men
across all races and ethnicities who engage in sex with the most partners.

Another important demographic characteristics was HIV status. HIV positive
MISM (n = 119 or 5%) were almost 4 times more likely to report UAI with
multiple men than non-HIV positive MISM. The dilemma became do we target a
large group of HIV negative men to help them avoid becoming infected or a small
number of HIV positive men who appear at great risk of infecting large numbers
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TaBLE 7.1 Risk of engaging in unprotected anal intercourse, last 90 days, by the
race/ethnicity of men who use the internet to seek sex with other men (N = 2,883 MISM,
aged 18 years or old, US residents)

# UAI partners Percentiles Relative risk
Race/ethnicity N Mean SD p50  p90  p95 p99 Max RR” p

‘White-American 728 0.96 3.14 12 45 - -

Latino-American 683 1.42 6.80 19 150 1.5 .09
Asian-American 512 0.74 3.53 6 70 0.9 34
African-American 445 2.11 9.86 8 60 1.9  .005
Other/multiracial 348 1.12 3.76 19 150 1.5 .35
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“Negative binomial regression, x%(3) = 10.2 p = .01.

of men, but need specialized intervention to address prevention from an HIV pos-
itive’s perspective. We decided both were important, yet our resources were insuf-
ficient to respond to both. Thus, because HIV-positive men constituted such a
small percentage of our assessment sample, we prioritized prevention for unin-
fected or HIV status unknown MISM. Concurrently, we are conducting formative
research to address the online needs of HIV-positive persons.

The second ethical dilemma was how explicit to be? The decision to target the
men engaging in the most risk behavior helped us determine that the language had
to be highly explicit and direct (to be credible). We prioritized providing explicit
information that may save men from becoming infected as more important than
possibly offending someone coming across our website or someone at lower risk.
But how explicit is explicit enough or too explicit (to the target population)? What
about racial, cultural, age and other differences in what is considered too sexually
explicit? And could we protect the study from those opposed to such education
shutting it down?

We decided the answers to these questions needed to come from the target pop-
ulation. Here, the principle is that all communities have the right to be consulted
on how they are portrayed and respect in how health professionals address them.
Hence as part of the survey, we conducted a needs assessment of what MSM
would find acceptable in an online sexual health intervention. To illustrate, we
asked questions such as, “How acceptable to you is...” sexually explicit
language, pictures of nude men, images of male-male sex, and audio of men
speaking sexually. Over 90% of 2,718 MISM rated sexually explicit words,
images, audio, and video helpful and acceptable. Only minor differences in
acceptability were found across age, HIV status, race/ethnicity, religion, religios-
ity and other demographics. Nevertheless, a minority of men may find some
materials, notably images of male-female sex, less acceptable. Hence, as we
develop the intervention modules, we are exploring whether we can give these
men options in choosing less explicit versions of the curriculum (although time
and budget constraints make this prohibitive in Version 1.0).

Building on the first two decisions, that these men are at extreme risk and
report wanting realistic sexually explicit education addressing a wide range of
sexual health topics, the third dilemma (how to make the new intervention most
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effective) became moot. There is no scientific evidence that sexually explicit
health interventions increase risk behavior. Further, “toning the intervention
down,” we reasoned would lead us to deliberately create a barrier to effective HIV
prevention. Even though some might consider it politically expedient or prudent
to “tone down” the intervention, this misuses public funds given implicitly to
produce the strongest, not the weakest, intervention.

The fourth dilemma (how participant-to-participant interactive to make the site)
pits values of community trust against having an intervention of integrity. We consid-
ered running facilitated chat interventions, or asynchronous chat where we could
intervene if necessary. But such options are unlikely to be sustainable in an interven-
tion that we hope ultimately will be automated and live, 24/7. Here, a middle option
became appealing: developing modules where the community can participate and
contribute (e.g., bulletin boards on favorite sexual terminology), provide referrals to
experts to answer specific questions (e.g., email the experts), while keeping core ele-
ments of HIV prevention focused on risk reduction to prevent flaming.

The final dilemma, choice of control group, was the most difficult, and one
on which our team could not agree even after substantial discussion. Some
argued, based on the Tuskeegee syphilis study, that a null control was ethically
unacceptable. Since we know our subjects are engaging in high risk behavior, at
a minimum those in the control should receive information warning them of
their risk. To study these men for 18 months while they continue to engage in
risk behavior would be to know of substantial risk yet do nothing. This part of
the team argued the ethical principle, “first, do no harm.” Another part of the
team argued for a null control. They noted that the greatest good is served by
knowing whether we can lower HIV risk online. As one of the first studies of
this type, if we do not find it effective — and providing education in the control
makes this less likely — then a whole area of science may incorrectly conclude
online interventions are ineffective. This, in turn, could cause immeasurable
harm to all of public health. This part of the team noted also that, by definition,
all our participants are already online, and hence could search on “HIV preven-
tion” and easily find information. Also, they were concerned that requiring
people to read websites would come across as artificial. Finally, some argued to
send subjects to other HIV prevention websites, thus controlling for time and
effort. But others argued this would threaten the scientific validity. Technically,
it would change the study to an intervention-comparison study where the other
websites have not been rigorously evaluated. If a difference was found, we
would not know if our intervention was successful or whether the other web-
sites were harmful. Conversely, if no difference was found we would not know
if both or neither sites were effective. Science, and the whole point of the study,
would be compromised.

Since as a team we could not agree between the first two options, we took two
approaches. First, we wrote an application for additional funds so that we could
study both control conditions — a null condition and a minimal ethical standard
condition — which would answer what the right control should be. As this was not
funded, we had to make a choice. So we decided to identify five experts in the
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field (who did not have an investment in the outcome), to present the three options
to them in a neutral way, and to abide by whatever the majority decided. Four of
the five consultants recommended choosing a null control condition. They argued
that until the effects of other types of interventions (e.g., reading online
pamphlets or going to other sites) is known, the risk of introducing contamination
into the study outweighed the benefits. Since MISM by definition can easily
access other sites, and may be more likely to do so as a result of participating,
we have not prevented them from accessing other HIV prevention information
(an important difference to the Tuskegee experiment), and indeed provide a more
real life control condition. The team abided by their decision.

Summary and Conclusions

There are at least seven ethical lessons we have learned from this study:

1. When working in a new area (e.g., online interventions), many if not most deci-
sions include an ethical component. It is important to anticipate ethical dilemmas.

2. When ethical issues are identified, whenever practical, we bring them to the
team for discussion. Since our team is multidisciplinary, and includes experts
in ethics, this frequently leads to many points of view and spirited discussions.

3. When agreement cannot be reached, all deferring to a third party or method of
resolution appears both effective and respectful.

4. Behavioral intervention trials can be complex, as ethics, values, politics, and
personal morality all interplay.

5. It is not enough to focus on the needs of the study, the public, or on what is
acceptable or prudent in order to identify what is right. In health and in
science, the rights and needs of minorities and those most vulnerable must be
prioritized.

6. At times, ethical principles such as “do good” and “do no harm” can end up
seeming in opposition.

7. When confronting an ethical dilemma, it is helpful to ask, “what do we need to
make the best informed decision?” In this study, answers included consulting
the target population, formative evaluation research, external consultation,
expert advice, group discussion, and seeking other ways to address equally
important priorities.

Acknowledgment. We would like to acknowledge the team of investigators on
MINTS, all of whom have helped identify and resolve the ethical dilemmas iden-
tified above. We also express thanks to the external consultants and to the staff of
our university’s IRB with whom we consult regularly and consider a national
leader in human subjects’ considerations in Internet-based studies. MINTS-II is a
NIMH-funded study to develop and test the effects of “next generation” online,
highly interactive HIV prevention interventions that at time of writing is still in
progress. For more information about this study, go to www.mints.umn.edu.
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Chapter 8

Clinical Trials

Designing Clinical Trials

Types of Trials

There are various types of clinical trials. The specific procedures in a clinical trial
depend upon the type of trial that is to be conducted. Trials may be

* Treatment trials, to test experimental drugs, combinations of drugs, or surgical
or radiological interventions to treat a disease or condition;

* Prevention trials, to prevent the initial development or recurrence of a disease or
condition,;

* Diagnostic trials, to find new methods for the diagnosis of a disease or condition;

* Screening trials, to examine new ways to detect a disease or condition; or

* Quality of life trials, to develop interventions to improve the quality of life for
individuals suffering from chronic diseases (National Institutes of Health, 2005).

Phases of Trials

Phase I: Assessing Toxicity and Dosage

Clinical trials can be designed to be Phase I, II, or III trials. Phase I trials are
designed to evaluate the safety, tolerability, pharmacokinetics, and pharmacody-
namics of a therapy. Phase I trials often include dose-ranging studies that permit the
refinement of doses for clinical use; the range of doses to be tested are usually a
small fraction of the dose that causes harm in animal testing. Phase I trials usually
involve between 20 and 80 participants (Chow and Liu, 2003; Meinert, 1986) and
may last as long as 8 to 12 months (Canadian HIV/AIDS Legal Network, 2002).
Although this phase frequently relies on healthy volunteers to participate, HIV drug
trials and cancer trials rely on individuals with the disease that is the focus of the
trial (Chow and Liu, 2003; Meinert, 1986).

Phase I trials may be formulated as single ascending dose studies (SAD) or
multiple ascending dose studies (MAD). In SAD studies, groups of three or six
patients are given a small dose of the drug and then are observed for a specific
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period of time. If they do not exhibit any adverse side effects, a new group of
patients is then given a higher dose. This is continued until intolerable side effects
begin to appear. At this point, the drug is said to have reached the maximum
tolerated dose (MTD) (Chow and Liu, 2003; Meinert, 1986).

MAD studies are conducted to better understand the pharmacokinetics and
pharmacodynamics of the drug being tested. In these studies, participants are
administered a low dose of the drug and the dose is then increased up to a prede-
termined level. Blood and other samples are collected at various points in time
and are analyzed to understand how the drug is processed within the body.

Phases II and III: Clinical Efficacy

Phase II trials are conducted only after the initial safety of the therapy has been
confirmed in Phase I trials. Phase II trials, which typically involve several hundred
participants, are designed to assess clinical efficacy of the therapy. Phase II trials
may also continue Phase I assessments in a larger group of volunteers and patients.
Phase II may be designed to evaluate the toxicity and efficacy of the new treatment,
or may be divided into Phase ITA and Phase IIB. Phase IIA is designed to assess
dosing requirements, while Phase IIB focuses on treatment efficacy (Chow and Liu,
2003; Meinert, 1986). Phase II trials usually involve 50 to 500 volunteers and may
require 18 to 24 months to complete (Canadian HIV/AIDS Legal Network, 2002).

Ethically, clinical trials to assess the efficacy of a treatment are not to be initiated
unless clinical equipoise exists with respect to the experimental treatment and the
treatment to which it is being compared. For instance, at the commencement of the
076 protocol to assess the efficacy of zidovudine (AZT), it was unknown whether
the AZT regimen was more efficacious, less efficacious, or of the same level of
efficacy as a placebo. [Efficacy refers to “the extent to which a specific intervention,
procedure, regimen or service produces a beneficial result under ideal conditions”
(Last, 1988: 41). It is often confused with the concept of effectiveness, which is “the
extent to which a specific intervention, procedure, regimen, or service, when
deployed in the field, does what it is intended to do for a defined population” (Last,
1988: 41.)] “The aim of the study must be to disturb equipoise and, thus, alter
clinical practice . . . (Crouch and Arras, 1998: 27).

In contrast to the relatively small size of Phase I and II studies, Phase III stud-
ies are much larger and typically involve 1,000 to 3,000 participants. They are
often conducted as large double-blind randomized controlled trials to assess the
efficacy of the new intervention. For the purpose of this discussion, double-blind
randomized controlled trial refers to drug trials in which the study participants,
the investigators, and the outcome assessors do not know which participants are
receiving the experimental drug and which are receiving the comparison drug or
the placebo (Heckerling, 2005). In contrast, a single-blind randomized controlled
trial involves the withholding of treatment assignment to only the study partici-
pants; the investigators and the outcome assessors, who are often one and the
same, know which participants are receiving which treatment exposure. In both
cases, participants are randomized (assigned) to any of two or more study arms,
each of which involves the administration of a different treatment or treatments.
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One of the arms may be a placebo, so that the study is a single- or double-blind
randomized placebo controlled trial.

Each of these designs is accompanied by various advantages and disadvantages.
Double blinding increases scientific validity by protecting against ascertainment
bias, whereby a provider’s knowledge of the individual’s treatment affects the
outcome assessment, and expectation bias, whereby a participant’s knowledge of
his or her treatment affects his/her response (Heckerling, 2005). The protection
against ascertainment bias is lost with a single blind trial. A potential benefit of
single blind trials over double blind trials is the ability of the investigator to moni-
tor directly any adverse treatment effects in the study participants. This may be
particularly important in small single center trials (Heckerling, 2005).

In some cases, individuals suffering from serious or life-threatening conditions,
such as HIV/AIDS, may be able to access an experimental drug on a nonrandom-
ized basis while a clinical trial is being conducted. This is known as a treatment
IND (investigational new drug) protocol (Veatch, 1989). Various objections have
been raised to this practice, premised on both ethical and methodological concerns.
First, it has been argued that if the intervention is scarce or expensive, society has an
interest in making sure that it is used efficiently in order to answer the relevant
scientific questions. Second, investigators should not be forced to provide medica-
tions in ways that violate their personal or corporate conscience, that is, they should
not be required to provide medications in situations that they believe entail morally
unacceptable risks. It has also been argued, however, that the principle of autonomy
gives individuals not only the right to receive the standard treatment, but also the
right to access the experimental intervention.

In contrast to a randomized controlled clinical trial, in which the participant
does not know to which study arm he or she has been assigned, a drug trial that
utilizes a quasi-experimental design allows participants to decide to which of the
study arms they would like to be assigned. The study of didanosine (ddI) con-
ducted by the Medical Research Council (U.K.) in HIV-symptomatic zidovudine
(AZT)-intolerant individuals provides an example of this type of design. The
study was designed with two arms; participants could elect the arm in which
they wanted to participate. If the individual selected Arm A, he or she would be
randomized to high dose, low dose, or placebo, while those individuals selecting
Arm B would be randomized to either high dose or low dose didanosine (Institute
of Medical Ethics Working Party on the Ethical Implications of AIDS, 1992).

In contrast to placebo-controlled trials, equivalency trials, in which the experi-
mental treatment or intervention is compared to a standard treatment for the same
condition, may be undertaken to compare the efficacy of the new treatment or to
assess other aspects of the treatment, such as undesired side effects. The
International Ethical Guidelines for Biomedical Research Involving Human
Subjects (CIOMS, 2002), explains in Guideline 11 how equivalency trials might
be used in countries lacking an effective intervention for a particular condition:

An equivalency trial in a country in which no established effective intervention is available
is not designed to determine whether the investigational intervention is superior to an
established effective intervention currently used somewhere in the world; its purpose is,
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rather, to determine whether the investigational intervention is, in effectiveness and safety,
equivalent to, or almost equivalent to, the established effective intervention. It would be
hazardous to conclude, however, that an intervention demonstrated to be equivalent, or
almost equivalent, to an established effective intervention is better than nothing or superior
to whatever intervention is available in the country; there may be substantial differences
between the results of superficially identical clinical trials carried out in different
countries. If there are such differences, it would be scientifically acceptable and ethically
preferable to conduct such ‘equivalency’ trials in countries in which an established effec-
tive intervention is already available.

If a drug is demonstrated to be efficacious in Phase III trials, the trial results
are compiled into a document that contains a description of the methodology uti-
lized, the results of human and animal studies, the manufacturing procedures,
the formulation details, and the shelf life (Chow and Liu, 2003). This document
comprises the regulatory submission to be made to the relevant regulatory
authority in the country in which approval for marketing is to be sought. In the
United States, the submission is made to the Food and drug Administration
(FDA) (Chow and Liu, 2003).

Phase IV: Post-Marketing Surveillance

Phase IV trials involve safety surveillance and ongoing technical support of a drug
following its introduction into the market. These studies are designed to detect
adverse effects that may occur with long-term use of the drug or in combined use
with other drugs. Such studies may be initiated by the manufacturer on a voluntary
basis or may be required by the regulatory agency that granted marketing approval
(Chow and Liu, 2003).

Ethical Issues

Access to Participation

In recruiting and enrolling individuals for participation in a clinical trial,
prospective participants will be evaluated for their eligibility based upon a pre-
formulated listing of inclusion and exclusion criteria. Inclusion generally
requires that individuals possess a specified set of characteristics or a specified
disease or condition. Often, certain demographic characteristics will also be
specified where it is relevant to the underlying condition or treatment under
study. For instance, if a condition manifests primarily in women, a study might
be restricted to female participants. Exclusion criteria are developed to exclude
from participation individuals who might have conditions that would render it
more difficult to understand the effect of the intervention, or who might be at
increased risk of harm during participation as a result of the condition. As an
example, it would be harder to evaluate the effect of an experimental treatment
on the neurological effects of HIV/AIDS if participants had a co-occurring
non-HIV-related neurological condition whose symptoms were similar to the
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neurological manifestations of HIV. This restriction of enrollment to individu-
als with specified characteristics who lack other enumerated characteristics,
together with randomization, helps to ensure a more homogenous participant
sample, which reduces the number of individuals needed to participate in a
study, facilitates the statistical analysis, and reduces the costs associated with
conducting the clinical trial. (It is beyond the scope of this book to examine the
statistical implications of restriction and randomization. Interested readers are
urged to consult the listed references by Chow and Liu, Feinberg and Japour,
and Meinert, below.)

Because of the methodological need to restrict enrollment to individuals
possessing certain characteristics and not others, minorities and women have
been excluded from participation in clinical research, including HIV-related
clinical trials, until relatively recently (Armistead et al., 2004; Daunt, 2003; Kass,
Taylor, and King, 1996). Pregnant women, in particular, are likely to be excluded
from HIV-related trials focused on anything other than vertical transmission,
due to fears of teratogenicity and the legal liability that might arise if a fetus
were injured as a result of the mother’s participation (Caschetta, Chavkin, and
McGovern, 1993; Kass, Taylor, and King, 1996). Additional factors believed to
be responsible for this lack of participation include stigmatization, employment
obligations that permit little time off from work, lesser financial resources to pay
for child care or transportation expenses associated with study participation, and
poor literacy skills that reduce individuals’ ability to participate in survey- or
questionnaire-based research (Armistead et al., 2004; Family Health Research
Group, 1998). Attitudes and perceptions of providers may also be key to the
underrepresentation of women and minorities in HIV/AIDS clinical trials. One
study found that providers believed that African Americans, Latinos, and Haitians
were less likely than non-Hispanic whites to be interested in HIV clinical trials
(Stone, Mauch, and Steger, 1998). A proportion of the providers reported that,
based on these perceptions, they were less likely to inform Latinos and Haitians
about the possibility of clinical trial participation.

This relative lack of access to clinical trials of minorities and women contra-
venes the ethical principle of justice, which provides for an equitable distribu-
tion of the burdens and benefits of research across groups. There may also be
legal issues that arise as a result of this relative lack of access. It could be
argued, first, that exclusionary practices or policies are unfair to specific
classes of persons. If certain benefits, such as a higher standard of medical
care, are available only through participation in research, then the exclusion of
specific groups from that research results in disproportionate harm to those
classes of persons (Kass, Taylor, and King, 1996). And, if a drug is prescribed
to individuals within these excluded classes but has never been tested on them,
the prescribing physician and/or the pharmaceutical manufacturer may be
potentially liable for harm that befalls the woman or fetus as a result of its use
(Kass, Taylor, and King, 1996).

Prisoners as a class are generally unable to participate in clinical trials due to
significant federal restrictions on their participation. These restrictions were
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formulated because of prisoners’ relative inability to act autonomously within the
prison environment. Federal regulations currently provide that studies may not be
conducted with prisoners unless they are

(a) studies of the possible causes, effects, and processes of incarceration and
criminal behavior;

(b) studies of prisons as institutional structures or of prisoners as incarcerated
persons;

(c) research on conditions particularly affecting prisoners as a class; or,

(d) research on innovative and accepted practices that have the “intent and reason-
able probability of improving the health or well-being of the subject” (Code of
Federal Regulations, 2006).

Although federal regulations severely curtail inmates’ access to clinical trials,
they do not prohibit their participation in trials that do not contain a placebo or no
treatment arm. It is theoretically possible, then, for inmates to participate in HIV-
related clinical trials. This may be critical due to the high proportion of inmates
in correctional facilities infected with HIV. For example, studies conducted in
New Jersey in 1991 and 1992 indicated that almost 9% of adult male inmates and
more than 14% of adult female inmates were HIV-seropositive. Among those
with histories of injection drug use, the proportion increased to 40% of the men
and almost 43% of the women (Stein and Headley, 1996).

However, additional restrictions on prisoner participation in clinical trials are
often imposed by the states themselves. Of 30 state correctional systems surveyed
in 1994, 9 had policies that permitted prisoners to participate in HIV-related trials,
19 specifically prohibited their participation, and 2 had ambiguous policies relat-
ing to individual participation in research (Collins and Baumgartner, 1995). At
the time of the study, 8 of the 9 prison systems permitting participation reported
that a total of 185 prisoners were enrolled in research.

It has been argued that the severe restrictions on prisoner participation in clini-
cal trials deprives individuals of the benefits as well as the burdens of research,
thereby violating the principle of justice, and fails to permit individuals to
exercise their autonomy, in contravention of the principle of respect for persons
(Pasquerella, 2002; Stein and Headley, 1996). And, although prison systems may
prohibit inmate participation in clinical trials due to a fear of lawsuits (Collins
and Baumgartner, 1995), they may be equally susceptible to lawsuit for refusal to
permit such access. In New Jersey, for instance, prisoners initiated a class action
lawsuit challenging their lack of access to drug trials which resulted in their abil-
ity to assess for themselves the risks and benefits associated with their enrollment
in HIV/AIDS-related clinical trials (DeVesa, 1993; Roe v. Fauver, 1992).

Randomization

Several scholars have asserted that the very structure of clinical trials interferes
with individual autonomy and, therefore, the ethical principle of respect for
persons. Kodish, Lantos, and Siegler (1990) argue, for instance, that “patient
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autonomy in RCT is completely safeguarded only if the patient is free to choose
(without agreeing to participate in the RCT) any therapy which they might
have received by participating in the RCT and is equally free to choose the ran-
domization alternative.” This assumes, however, that individuals have, or should
have, the right to choose an intervention before its safety and efficacy have been
established (Freedman, 1991), which often occurs following a series of clinical
trials. And, because clinical trials are not to be conducted unless clinical
equipoise exists, there is an underlying assumption, as well, that any treatment
must be better than no treatment (placebo) (Freedman, 1991).

This perspective seems to suggest that trials must rely on quasi-experimental
designs, which would permit individuals to choose the treatment they are to
receive. However, if an insufficient number of individuals selected participation
in the placebo arm of the trial, there would be inadequate statistical power to
conduct analyses of the results.

A modified consent process, known as the Zelen design, provides prospective
participants with a seemingly increased ability to choose. This process involves
the randomization of individuals prior to seeking their consent (Zelen, 1979,
1990). In a “single consent” design, participants randomized to the control arm
are not asked for their consent; they receive the standard treatment without
mention of the trial. Persons randomized to the experimental arm are asked for
their consent; if they refuse, they receive the standard of care. This process has
been deemed suitable when the experimental treatment is available only in the
context of the clinical trial and when it is being compared to the standard of care
(Homer, 2002). The “double consent” process asks both those randomized to the
experimental arm and those allocated to the standard treatment for their consent.
Those in the standard care arm who decline to participate are provided with the
experimental or other treatment. Individuals randomized to the experimental arm
who decline to participate are provided with the standard treatment. In both the
single and double consent processes, the investigators know who is approached
for enrollment into which arm.

Although the Zelen design may facilitate recruitment because individuals
know whether they will be receiving the experimental intervention, there are
serious ethical questions associated with its use. Methodologically, there may be
inadequate statistical power to analyze the results depending upon how many
individuals have ultimately selected the experimental versus the standard treat-
ment. Second, the procedure requires the collection of data from individuals who
have declined to participate and others who do not know that their data are being
used for research. This use of data contrary to the wishes of the individuals vio-
lates the basic ethical principle of respect for persons and the requirement for
informed consent. Ultimately, the use of this procedure to make individuals
unwitting participants in research could undermine public confidence in research
and researchers.
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Standard of Care and Participant Safety
Standard of Care

Significant attention has been focused on the standard of care to be provided to
individuals who are randomized to the control arm of a clinical trial. Although
this should be a concern regardless of the disease that is the focus of a clinical
trial, the issue has been most acutely raised in the context of treatment and
prevention trials related to HIV/AIDS. This section briefly reviews the ethical
concerns and arguments raised that relate to the standard of care to be provided in
the context of clinical trials. The case study by Whalen that follows this chapters
explores these issues in greater detail.

The 076 Treatment Trial. In 1994, the Pediatric AIDS Clinical Trials Group
(PACTG) conducted a large randomized controlled trial to assess the efficacy of a
zidovudine (AZT) regimen in reducing vertical transmission of HIV from pregnant
women to their unborn infants. This protocol required the initiation of oral AZT
after 14 weeks’ gestation, intravenous AZT during labor and delivery, and AZT for
the infant for six weeks following delivery (Connor et al., 1994). The study was
halted following the findings from preliminary data, which indicated that the trans-
mission rate among women receiving the zidovudine was 8.3%, compared to
25.5% among the women receiving the placebo. The course of treatment could
reduce HIV transmission by as much as 68%.

Although of great importance in reducing HIV transmission, the drug regimen
was not unproblematic. The estimated cost per patient for this treatment was
estimated at $800 for zidovudine alone, apart from the cost of establishing and
maintaining the infrastructure necessary to provide prophylactic care, including
the intravenous delivery of the drug during labor and delivery (Varmus and
Satcher, 1997). This expense was unaffordable in developing countries, where
maternal-infant HIV transmission was significant.

These trials generated intense, acrimonious debate within the scientific and
bioethics communities. In 1997, Lurie and Wolfe identified 15 placebo-controlled
HIV-related clinical trials being conducted in developing countries by the U.S.
and other nations. Lurie and Wolfe claimed that these trials were in contravention
of international guidelines for the conduct of biomedical research (Lurie and
Wolfe, 1997). The then-existing version of the Helsinki Declaration provided:

The potential benefits, hazards and discomfort of a new method should be weighed against
the advantages of the best current diagnostic and therapeutic methods.

Various commentators argued vociferously against the conduct of these trials,
asserting that, following the findings of the 076 study, investigators were ethi-
cally mandated to provide research participants in the control arm of the study
with the standard of care that is prevalent in the West (Angell, 1997; Lurie and
Wolfe, 1997). This would represent an equivalence trial, whereby the efficacy of
the reduced course of AZT provided to participants in the experimental arm
would be compared to that of the 076 protocol. Proponents of this position have
remained adamant (Annas and Grodin, 1998), despite the proffered arguments
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relating to the affordability or sustainability of the longer course of treatment in
the participants’ own country (Varmus and Satcher, 1997); the desire of the
country to find a less expensive, albeit somewhat less efficacious treatment that
could be provided; or the possibility that the provision of such a level of care
would effectively create a two-tier system of care, as well inadvertently serve to
coerce individuals to participate in the trial in order to obtain that care
(Muthuswamy, 2005).

Other researchers argued in favor of an alternative design that would utilize
three arms: a short-course AZT arm, an 076 regimen arm, and a placebo arm com-
prised of HIV-seropositive pregnant women in the community who were not
actively recruited into the third arm of the study (Edi-Osagie and Edi-Osagie,
1998). It is unclear, however, how researchers would have access to data pertaining
to the HIV status of these women without their enrollment into the study
(cf. Halsey, Sommer, and Black, 1998), which would then, according to the under-
lying premise, trigger an obligation to provide them with some form of treatment
other than placebo.

Proponents of a placebo-controlled randomized trial design offered the follow-
ing arguments to support their position.

1. Comparing an unknown, more affordable intervention with that of the known
076 intervention, which is affordable only in developed countries, would not
provide useful information for the country in which the trial is conducted. If the
affordable intervention is found to be of greater benefit, the information will be
of no use because the intervention is not affordable. It would still be unclear as
to whether the unknown intervention provides any benefit because it would
have been compared against the known intervention, which is believed a priori
to be better (Varmus and Satcher, 1997). In such a scenario, the research is less
relevant to the population that is the focus of the study; paradoxically, the
potential for exploitation is increased, rather than decreased (Killen, Grady,
Folkers, and Fauci, 2002). This perspective found support in a report from a
Bangkok study, which found that 15% of the pregnant women in the AZT
study arm transmitted HIV to their infants, compared to 16% of the pregnant
women in the placebo arm (Kaiser, 1997). Absent the placebo, researchers
might have erroneously concluded that the AZT was producing significant
results as measured against the background transmission rate of 24% to 33%
(Kaiser, 1997).

2. In countries in which there is no intervention, participation in the placebo arm
of the trial does not carry any greater risk than would be faced with standard
practice in that locale (Varmus and Satcher, 1997).

3. The placebo-controlled studies were approved following rigorous review by
ethics and scientific review committees in both the sponsor and the host coun-
tries (Varmus and Satcher, 1997).

Yet other scholars concluded that “trials must be designed to provide at least the
highest standard of care practically attainable in the host country in which the
trial is being done” (Writing Committee, 1999).
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The debate prompted the re-examination and revision of the relevant provisions
of the Declaration of Helsinki. Paragraph 29 now provides:

The benefits, risks, burdens and effectiveness of a new method should be tested against
those of the best current prophylactic, diagnostic, and therapeutic methods. This does not
exclude the use of placebo, or no treatment, in studies where no proven prophylactic, diag-
nostic or therapeutic method exists (World Medical Association, 1996).

And, in 2002, the World Medical Association issued a clarification of paragraph
29, cautioning investigators regarding the use of placebo controls. This caution-
ary note provides:

The WMA hereby reaffirms its position that extreme care must be taken in making use of
a placebo-controlled trial and that in general this methodology should only be used in the
absence of existing proven therapy. However, a placebo-controlled trial may be ethically
acceptable, even if proven therapy is available, under the following circumstances:

— Where for compelling and scientifically sound methodological reasons its use is
necessary to determine the efficacy or safety of a prophylactic, diagnostic or therapeutic
method; or

— Where a prophylactic, diagnostic or therapeutic method is being investigated for a minor
condition and the patients who receive placebo will not be subject to any additional risk
of serious or irreversible harm.

All other provisions of the Declaration of Helsinki must be adhered to, especially the need
for appropriate ethical and scientific review.

Currently, no consensus exists with respect to the standard of care to be pro-
vided to participants in the control arm of a randomized trial (Bayer, 1998). Even
if there were consensus in principle, identification of the specific equivalent to be
utilized within a specific trial could be difficult due to differing standards of med-
ical practice and/or the absence of a “gold standard” of treatment (Porter, Forrest,
and Kennedy, 1992). Some scholars have noted that, although researchers may be
required to provide participants randomized to the control arm of a trial with the
highest standard of care, regardless of where it may be found, no such requirement
exists with respect to participants randomized to the experimental arm, who are to
be administered a drug that may or may not be equally efficacious as that provided
to those in the control arm. And, if all trial participants were to be provided with an
equivalent standard of care, clinical trials to assess the efficacy of new drugs could
no longer be undertaken (Bloom, 1998).

The most recent version of the International Ethical Guidelines for
Biomedical Research Involving Human Subjects acknowledges the existing
lack of consensus with respect to the conduct of placebo-controlled trials and
the standard of care to be provided to clinical trial participants (CIOMS,
2002). Guideline 11 provides:

As a general rule, research subjects in the control group of a trial of a diagnostic, therapeu-
tic, or preventive intervention should receive an established effective intervention. In some
circumstances it may be ethically acceptable to use an alternative comparator, such as
placebo or “no treatment”.
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Placebo may be used:

e when there is no established effective intervention;

* when withholding an established effective intervention would expose subjects
to, at most, temporary discomfort or delay in relief of symptoms;

* when use of an established effective intervention as comparator would not yield
scientifically reliable results and use of placebo would not add any risk of seri-
ous or irreversible harm to the subjects.

A recent web-based survey of subscribers to two listservs for individuals inter-
ested in international health research ethics was utilized to test the range of beliefs
relating to the conduct of research in resource-poor settings (Kent, Mwamburi,
Cash, Rabin, and Bennish, 2003). The researchers developed a hypothetical sce-
nario in which they planned to test an HIV treatment known to be less effective
than highly active antiretroviral therapy (HAART), and queried respondents as to
whether the various trials designs were or were not ethical.

A total of 215 individuals from 47 countries responded to the survey.
Researchers reported that 97% endorsed testing the new treatment in HIV-
infected patients, without HAART, and 86% endorsed testing the experimental
treatment against placebo. Sixty-eight percent of the respondents endorsed a
“standard of care” for the study participants that reflected the local standard for
treatment, rather than a universal standard (Kent, Mwamburi, Cash, Rabin, and
Bennish, 2003).

Beyond Protocol 076. Issues relating to the standard of care have been raised in
other contexts as well. Loue, Lurie, and Lloyd (1995) explored the ethical issues
that would arise in the context of a trial to evaluate the efficacy of needle
exchange programs. They concluded that the use of a placebo for the comparison
arm of such a trial would contravene the principles of respect for autonomy,
which mandates the formulation of additional protections for vulnerable partici-
pants, and of nonmaleficence, which imposes the obligation on researchers to
refrain from actions that would cause harm.

Ethical challenges have also been identified in trials designed to test the
efficacy of vaginal microbicides in preventing HIV transmission. The ethical
principles of beneficence and nonmaleficence require that the investigator prevent
harm to the participants. Additionally, they must provide the “most appropriate
currently established” intervention to the trial participants. Accordingly, partici-
pants in both the treatment and comparison arms of a microbicide trial should be
provided with male latex condoms, since they are currently available and are
known to reduce the risk of HIV transmission (de Zoysa, Elias, and Bentley,
1998; Faden and Kass, 1998; Muthuswamy, 2005). However, a high level of
condom use will reduce the investigators’ ability to ascertain the protective effect
of the microbicide, because a relatively small proportion of sex acts will have
been protected through the use of microbicide alone. Similarly, the provision of
treatment of existing sexually transmitted infections is ethically mandated since
such treatment has been demonstrated to reduce the risk of HIV transmission
(Grosskurth et al., 1995).




114 8. Clinical Trials

Participant Safety

Closely related to the issue of standard of care, but not identical, is the issue of
participant safety. This issue has been raised most frequently in discussions relat-
ing to HIV preventative or vaccine trials. (Additional discussion regarding the
multiple ethical and legal issues related to participant safety in the context of
vaccine trials may be found in Stein, 1994).

As an example, concerns were raised in public meetings in Melbourne and
Sydney, Australia in 1993 regarding the recruitment of gay men to HIV prophy-
lactic trials. The concern was that participation in such trials would create a false
sense of security, resulting in a decrease in condom use and an increased rate
of HIV transmission, which would ultimately harm the individuals, the larger
community, and the fate of the trial (Zion, 1995). Zion has posed the question:
“Should the good of the gay community be put before the individual autonomy of
gay men wishing to participate in a vaccine trial, and the potential good for future
generations that will come about through the development of an efficacious
vaccine?” (Zion, 1995: 518). The resolution of this dilemma necessarily rests on
the moral agency of a particular community vis-a-vis the individual claims, and
the power relationships and structures of advocacy that exist within a specific
community, however it is defined. (For a discussion of various approaches to
defining community, see chapter 4’s discussion of community advisory boards.)

Participation in HIV vaccine trials may entail other potential threats to partici-
pants’ safety, as well, which may manifest in a variety of forms. Serodiagnostic
testing is used to detect antibody production after becoming infected with HIV;
the development of antibody to HIV antigens after immunization indicates an
immune response to a potentially effective vaccine (Frey, 2003). The induction of
antibodies to HIV vaccines could, in the United States, result in a denial of health,
life or disability insurance; the denial of employment, promotion, or assignment;
and/or restrictions on the ability to travel internationally. Participants in HIV
vaccine trials have encountered negative reactions from family, friends, and
coworkers as a result of their participation (Allen et al., 2001; Sheon et al., 1998).

Uganda prepared for the possibility that some vaccine trial participants might
suffer harms despite the best efforts of the investigators to prevent such an occur-
rence. The vaccine manufacturer arranged insurance for trial participants who
experienced injuries related to the vaccine (Mugerwa, Kaleebu, Mugyenyi et al.,
2002). In addition, individuals who tested positive for HIV antibodies as a result
of the vaccine were to be provided with “special participation cards” that would
presumably protect them from discrimination on the basis of their presumed HIV
status. (Although this may have protected the participants from harms resulting
from their participation, the investigators do not discuss the potential adverse
effect on those who are HIV-infected that such a practice might create. The
issuance of these cards to differentiate the truly infected from the vaccine-induced
false positives may result in the creation of two classes of individuals who are
seemingly HIV-positive, and an enhanced ability, through the use of the cards, to
recognize and discriminate more easily against the true positives.)
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It has been recommended that researchers work closely with communities in
all phases of vaccine trial development and implementation in order to minimize
the potential harm that could result from undue optimism about the vaccine
(Canadian HIV/AIDS Legal Network, 2002). The establishment of a relationship
with the community will facilitate the development of linkages with service
providers, whose assistance may be needed to address the concerns of potential
trial participants and/or ameliorate any harms.

Although various documents indicate that vaccine trial participants should
receive care if they suffer a vaccine-related injury (Canadian HIV/AIDS Legal
Network, 2002; UNAIDS, 2000), the quality of that care has not been delineated.
UNAIDS (2000) has recommended that prior to initiating a vaccine trial, the host,
the community, and the trial sponsor reach a consensus regarding the level of care
to be provided and that discussion consider the level of care and treatment avail-
able in the country sponsoring the trial; the highest level of care available in the
host country; the highest level of treatment available in the host country, including
the availability of antiretroviral therapy outside of the study in the host country; the
availability of an infrastructure in the host country that is able to provide care and
treatment in the context of research; and the potential duration and sustainability of
care and treatment for the trial participant.

It has also been suggested that participants who suffer trial-related injuries are
entitled to receive reasonable compensation (Canadian HIV/AIDS Legal Network,
2002; UNAIDS, 2000). Additional questions have been raised regarding who is
responsible for the payment of the compensation: the industry sponsor, an insurer,
the investigators and/or their institution, the government(s) funding the research,
the government(s) approving the research?

Balancing Risks and Benefits
The ethical principle of beneficence has been explained as follows:

Persons are treated in an ethical manner not only by respecting their decisions and protect-
ing them from harm [the ethical principle of respect for persons], but also by making
efforts to secure their well-being. . . . Two general rules have been formulated as comple-
mentary expressions of beneficent actions in this sense: (1) do no harm and (2) maximize
possible benefits and minimize possible harms (National Commission for the Protection of
Human Subjects, 1979: 4).

The issue, then, “is to decide when it is justifiable to seek certain benefits despite
the risks involved, and when the benefits should be foregone because of the risks
(National Commission for the Protection of Human Subjects, 1979: 4).

This calculation may be quite difficult. For instance, volunteers in an HIV
vaccine trial may not receive direct benefit, but may experience significant risks
as a result of their participation. These risks include social discrimination;
discrimination in employment, travel, and health care; and seroconversion
(Moodley, 2002). However, their service is invaluable to the larger society
because without their participation, a vaccine could never developed. How then
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can the risks to the individuals be balanced against the benefit of the study,
which will inure to the larger society?

Prior to the public debate regarding the use of placebo in the vertical transmis-
sion studies, Macklin and Friedland (1986) explored the question of how much
more than minimal risk should be permitted in conducting a clinical trial.
They concluded:

The respect-for-persons principle allows human subjects to assume the risks involved in
the research they agree to participate in, even if those risks are greater than minimal. The
principle requires that subjects’ consent to participate be fully informed, but that consent
does not preclude the use of placebos. As long as the features of a randomized controlled
trial are explained to the subjects, in language they can understand, it is not unethical to
conduct clinical investigations that pose more than minimal risk. Although subjects will
not be informed which substance they will receive, the requirements of informed consent
are met if they are told they will be randomly assigned to receive either the experimental
drug or the inactive substance (Macklin and Friedland, 1986: 277).

This does not, however, imply that knowledge, understanding, and voluntari-
ness on the part of the participant are sufficient to justify any level of risk, but
only that these are necessary prerequisites. Regardless of the willingness of the
individual to assume increasingly grave levels of risk in the hope of obtaining
some individual benefit from participation, the investigator remains bound by the
provisions of the Nuremberg Code, which establish a limit to the risks that may
be imposed:

The experiment should be so conducted as to avoid all unnecessary physical and mental
suffering and injury.

No experiment should be conducted where there is an a priori reason to believe that
death or disabling injury will occur; except, perhaps, in those experiments where the
experimental physicians also serve as subjects.

The degree of risk to be taken should never exceed that determined by the humanitarian
importance of the problem to be solved by the experiment (7rials of War Criminals, n.d.).

The application of these precepts in a specific situation may not, however, be
easily determined. One scholar has argued that in the case of diseases with a grave
prognosis, such as rabies, it would be unethical to conduct a placebo-controlled trial
of a new therapy if there existed the possibility that the new therapy might be suc-
cessful in preventing this outcome in even a small number of cases (Levine, 1985).
This position establishes two criteria to be assessed in evaluating the risk-benefit
ratio: lethality and the likelihood of success. This does not provide guidance,
however, as to the degree of success or the nature of success that is necessary to jus-
tify increasingly elevated levels of risk. In the case of HIV, for instance, which is a
fatal disease, can success be measured by a delay in the most serious manifestations
of disease? A decrease in the viral load? An improvement in immune functioning?
And then, how much of a decrease in viral load or improvement in immune
functioning?
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Obtaining Informed Consent
Authority to Consent

Several questions arise related to informed consent to participate in HIV-related
trials, although they are not specific to HIV research and they may arise in other
contexts as well. (For a more detailed discussion of informed consent and related
issues in the context of HIV vaccine trials, readers are urged to consult Lurie
etal., 1994).

First, the issue is raised as to who may give valid consent to participate in a
clinical trial. This was a critical question, for instance, in the maternal-child verti-
cal transmission studies. At least one scholar questioned whether women should
be asked for their consent, or be permitted to give their consent, to participate in
placebo controlled trials because to do so would require that they “waive the
interests of their future children” (de Zulueta, 2001). This perspective rests on a
number of implicit assumptions, none of which are certainties: (1) that receipt of
the placebo will necessarily result in harm; (2) that the experimental treatment,
whatever it may be in a specific trial, is necessarily preferable to a placebo and
will yield greater benefit and produce less harm; (3) that all pregnancies of HIV-
seropositive women result in viral transmission to their children who are to be
born; and (4) that the interests of the mother are not congruent, and are likely in
opposition to, those of the fetus.

A similar question also arises in the context of cultures in which members of
households may be required to obtain permission from a designated individual
prior to entering into any form of an agreement. Such might be the case, for
instance, in communities in which the eldest male member of the household is
responsible for all decisions affecting family members (Loue, Okello, and
Kawuma, 1996). In still other situations, the consent of a community leader may
be necessary prior to seeking the consent of individual prospective participants.
These issues are addressed in the context of international studies, in Chapter 15.

Voluntariness

A number of scholars have questioned whether individuals who are infected with
HIV and who do not have access to necessary medical care can provide valid
informed consent to participate in a clinical trial, due to the progressive and fatal
course of the disease and a sense that there may exist no other mechanism apart
from clinical trial participation by which to obtain the necessary treatment
(de Zulueta, 2001; Schiiklenk, 1998). Such circumstances, it has been argued,
may preclude the possibility of truly voluntary consent because individuals may
be willing to participate in research, regardless of the risk-benefit ratio, in the
hope or false belief that participation may prolong their lives.

Continuing Consent

It is possible that, during the course of a clinical trial, new information will become
known from sources outside the trial that may affect participants’ willingness to
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continue with their participation and/or that may modify the risk-benefit ratio that
existed at the inception of the investigation. As an example, consider the following
situation.

The Veterans’ Administration was conducting a long-term clinical trial to
compare early AZT therapy with later-initiated AZT therapy for individuals with
symptomatic HIV infection (Simberkoff et al., 1993). During the course of the
trial, two important events occurred. First, the AIDS Clinical Trials Groups
(ACTG) terminated a similar trial based on its finding of clear benefits for those
participants in the AZT arm of the study. An interim analysis of the VA data at
this time did not reveal such a difference. Second, the Food and Drug
Administration (FDA) in 1990 announced approval of the earlier use of AZT, a
decision that was relevant to the VA study participants.

The investigators instituted a series of procedures to ensure that the autonomy
of the VA study participants was not compromised. Participants were asked to
reaffirm their consent to participate, after being informed of the ACTG findings,
the FDA-approved revised treatment recommendations, and the rationale for
continuing the VA trial. The investigators did not, however, advise the partici-
pants of the results of the interim analyses conducted with the VA study data.
Participants were also advised that continued blinded participation in the trial
was optional, and they could elect to receive unblended treatment and follow-up
(Simberkoff et al., 1993).

When the Study is Over: Access and Sustainability

A fundamental issue relates to the conduct of clinical trials in developing coun-
tries that do not have access to adequate health care services. The participation of
their populations in clinical trials in the absence of plans to make the treatments
available should they be found to be efficacious has been characterized as
exploitative of the population and violative of the ethical principle of justice. (For
a detailed analysis of the concept of exploitation in the context of biomedical
research, readers are referred to Resnik, 2003.) In such situations, absent the
intent and a mechanism to make the treatments available, the participants become
a means to an end (Annas and Grodin, 1998). This same issue, however, is rele-
vant to U.S. populations that may lack access to care due to limited finances, lack
of health care insurance, or other factors.

The International Ethical Guidelines for Biomedical Research Involving
Human Subjects urge that the products of research be made reasonably available to
local populations following the conclusion of the investigations (Council for
International Organizations of Medical Sciences, 2002). This view has been
echoed by numerous commentators, many of whom have indicated that the
unavailability of the treatment or intervention would reframe the investigation as
having been exploitative of that population (Crouch and Arras, 1998).

The parameters of “reasonable availability” have not, however, been delineated
and it is not easy to do so. Crouch and Arras (1998) have questioned the legitimacy
of relying on political boundaries as a criterion, noting that the nonparticipating
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segments of a population residing in the distant reaches of the country in which the
study takes place may be less similar to those who participated than individuals
immediately across the national border from the study site.

It has been suggested that the creation of a post-clinical trial drug fund may
provide one mechanism for continued access to treatment following the conclu-
sion of a clinical trial (Ananworanich et al., 2004). This can be accomplished
through the development of rollover protocols and the imposition of a require-
ment on trial sponsors that they provide at least a two-year supply of the trial drug
to participants either in the form of fixed funds or drug (Ananworanich et al.,
2004). Income for the drug fund can also be derived from revenues derived from
the research studies (overhead costs) and profits from related activities, such as
registration fees from symposia and training courses that are offered.

Conflict of Interest
Conflicts in Provider-Investigator Roles

It is not uncommon for clinicians who are also investigators to recruit research
participants from among their patients, based on the information that they have
acquired during the course of providing the patients with clinical care. Some
scholars have argued that, because patients see their physicians as care providers
only, the dual provider-investigator role represents the moral equivalent of shar-
ing the patient’s information with another individual who would not otherwise
have access to that information (Habiba and Evans, 2002). This “inter-role breach
of confidentiality” is impermissible, they assert, because clinical care is distinct
from activity associated with recruitment and enrollment into clinical trials; trials
are not intended to benefit patients directly and so cannot be considered a legiti-
mate clinical interest; the goals and obligations of researchers and clinicians are
quite different and sometimes in conflict; patients provide their physicians infor-
mation with the understanding that it will not be shared with others, such as
between physician-as-provider and physician-as-researcher; and patients experi-
ence difficulty refusing the requests of their providers.

However, valid reasons may exist for a provider to approach his or her patient
to participate in a clinical trial. First, the clinician may have a good reason to
believe that participation in the trial may help a particular patient (Iltis, 2005).
This does not necessarily violate the principle of clinical equipoise, which is a
prerequisite for the conduct of a clinical trial. (See discussion of equipoise,
above.) Rather, the physician may know specific details about the treatment to
be tested and the condition of the particular patient that makes him or her more
likely to believe that the particular treatment might work for a specific patient.
Additionally, in situations in which there is no known treatment for the patient’s
condition, or the patient has been unable to obtain benefit from any of the existing
treatments, and the treatment under study is unavailable outside of the investiga-
tion, the physician may correctly believe that participation in the trial provides the
only possibility of conferring benefit on the patient (Iltis, 2005).
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In order to avoid the potential conflict for the patient that is created by the dual
physician-investigator role, it has been suggested that the physician explain his or
her multiple roles to the patient, inform the patient of his or her right to decline to
participate in research, and time the recruitment of the patient in a manner that is
sensitive to the risks and burdens that the patient might experience as a participant
(Iltis, 2005). It has also been recommended that, in general, where there exists an
established therapy for a patient’s condition, the patient should not be recruited
into placebo-controlled trials for a new, but similar treatment.

Financial Conflicts of Interest

Conflicts of interest in biomedical research appear to be ubiquitous (Korn,
2000). To some extent, this has resulted from the increasing proportion of bio-
medical research and clinical trials and their associated costs that is funded by
pharmaceutical companies. For instance, in 1999, the top 10 pharmaceutical
companies expended $22.7 billion primarily on clinical research, compared to
NIH’s $17.8 billion for basic research (DeAngelis, 2001). Additionally, there has
been a shift away from academic centers to nonacademic research organizations
for the conduct of clinical trials, resulting in increased control by industry of
the trial design, access to and analysis of data, and the publication of research
findings (Bodenheimer, 2000; Wadman, 1996).

Because of concerns relating to financial conflicts of interest on the part of
researchers, federal regulations require the disclosure of such interests at the
time of proposal submission, as new investigators are added to the project, and
as investigators’ financial interests change. The state of California has instituted
even more stringent requirements, mandating investigator disclosure of such
potential conflicts at the close-out of the investigation, in addition to the fore-
going. (For a detailed and relatively recent review of federal and state law relat-
ing to the regulation of investigator financial conflict of interest, the reader
is referred to Henderson and Smith, 2002). And, as the result of a court decision
in a lawsuit by a patient against his physician-investigator, physicians in
California are obligated to disclose to patients “any personal interests unrelated
to [the] patient’s health, whether research or economic, that may affect the
physician’s professional judgment” (Moore v. Regents of the University of
California, 1990: 483).

There has also been an increased reliance by industry on the use of finders’
fees, “offers of money to physicians, nurses, or other health professionals in
reward for their referral of patients eligible for research participation . . . over and
above reasonable remuneration for services rendered” (Lemmens and Miller,
2003: 399). It has been suggested that the receipt of such fees may encourage
health professionals to “be more lenient with respect to informed consent proce-
dures, they may convince themselves that research participation is in their
patient’s best interests, or they may be overly flexible with regard to the study
inclusion and exclusion criteria” (Lemmens and Miller, 2003: 401). This could
potentially result in their placing increased pressure on individuals to agree to
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participation, inadvertently placing the recruited participants at increased risk of
harm and compromising the validity of the study. IRBs are charged with the
responsibility to review the methods used to recruit study participants (Food and
Drug Administration, 1998), but there is no legal requirement that investigators
disclose payments that they receive in exchange for recruitment efforts. The
American Medical Association has condemned such payments as unethical
(American Medical Association, 1994, 2000).

Despite these concerns, and the existence of federal regulations mandating the
disclosure by investigators of significant financial interests in companies that
might reasonably appear to be affected by the research, university policies gov-
erning faculty and research staff conflicts of interest vary widely (Lo, Wolf, and
Berkeley, 2000). It has been suggested as a remedy that university investigators
and research staff be prohibited from holding stock, stock options, or decision-
making positions in companies that may reasonably appear to be affected by the
results of their clinical research (Lo, Wolf, and Berkeley, 2000).

Other Conflicts of Interest

In April 1991, the Chicago Tribune carried a series of articles that focused on
the deaths in Paris of three individuals who had participated in an AIDS vac-
cine experiment by Dr. Daniel Zagury, an immunologist at the Institut Jean
Godinot of the Université Piere et Marie Curie (Nairn, 1993). The deaths
resulted from acute necrosis, a vaccinia disease, that appeared to have been
caused by Dr. Zagury’s Phase I experiment with 9 HIV seronegative children
in Zaire. The experiment involved the insertion of HIV envelope proteins into
the recombinant vaccinia strain. Because the vaccinia recombinant contained
only part of the HIV virus, the children would not have contracted HIV, but it
was hypothesized that their immune systems might generate antibodies to the
protein produced by the inserted gene and would, as a result, be protected from
later contracting the infection.

The Phase I vaccine trial had been approved by a review committee in Zaire, but
not in France. An investigation into the study and the deaths raised questions about
the validity of the informed consent furnished by the children’s mothers, who were
infected with HIV; the children’s fathers had all died from the disease. Zagury
maintained that he had conducted the trial and enrolled the children out of compas-
sion for their situation and the pleas of their mothers for help in safeguarding their
children from the infection (Nairn, 1993). Altruism can be the source of a conflict
of interest, such as when a provider-researcher ignores a randomization scheme in
order to ensure that a severely ill patient, for whom every treatment has failed,
receives whatever benefit may be gained from an experimental intervention.
However, Zagury’s motives were questioned by both scholars and those investigat-
ing the deaths (Nairn, 1993). It has been noted, for instance, that the experiment
exposed healthy children to significant risk without any direct benefit. This seems
incongruent with altruism and prompts questions about the existence of other
underlying motives.
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Case Study Two

Clinical Trials and International Ethics:
Preventing Tuberculosis in Africa

C.C. Whalen, M.D., M.S.

Introduction

A randomized clinical trial is designed to determine whether one treatment is
equivalent or superior to another treatment. When no standard therapy is recom-
mended for a condition, a clinical trial may be designed with a placebo control
arm so that comparisons between treated and untreated cases may be made. When
a standard treatment for a condition has been established through peer-reviewed
research or longstanding clinical practice and this treatment has been accepted as
a standard of care, then a placebo-controlled clinical trial poses ethical concerns.
In this setting, the clinical trial is designed to test equivalence between the stan-
dard therapy and the new treatment or intervention.

Although these principles are uniformly accepted by researchers, their applica-
tion becomes complex and difficult when standards of care differ depending on
the setting of the trial. This is best illustrated in international research in resource-
limited countries where the local standard of care may differ from one established
in the United States or another industrialized country.

Case Description

Tuberculosis is a disease caused by Mycobacterium tuberculosis. It is estimated
that one-third of the world is infected with the organism. Six to seven million
cases of tuberculosis disease develop each year and 2 million deaths are attributed
to the disease (Dye, 2006).

There are two health states in the natural history of tuberculosis. In one state of
health, an individual is infected with the organism but shows no signs of disease.
Except for a reactive tuberculin skin test, the individual is healthy and not conta-
gious. Most persons infected by M. tuberculosis never develop disease, and they
are said to have latent tuberculosis infection. About 10 percent of persons with
latent tuberculosis infection will develop tuberculosis disease at some point
during their lifetime, sometimes decades after initial infection. It is pulmonary
tuberculosis, the pneumonia, that poses the greatest threat to individual and
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public health because it is the most common form of disease, carries a significant
risk for death, and is by far the most contagious.

Four strategies are used to control tuberculosis —passive case-finding and
proper treatment, treatment of latent tuberculosis infection, BCG vaccination of
children, environmental controls — but these public health interventions are not
uniformly practiced throughout the world. BCG vaccination prevents disseminated
and life-threatening forms of disease in children. It is the most widely used vaccine
in the world and is given at birth as part of the World Health Organization’s
Expanded Programme on Immunization. In countries where tuberculosis is not
endemic, BCG vaccine is not given because it may interfere with the interpretation
of the tuberculin skin test.

The key strategy, however, is the first — the identification and treatment of
infectious cases of tuberculosis. National tuberculosis control programs
throughout the world, including the U.S., implement this approach, often using
guidelines developed by the Centers for Disease Control and Prevention in the
U.S. (Centers for Disease Control and Prevention, 2003) or the World Health
Organization. Treatment of latent tuberculous infection is analogous to the
treatment of high blood pressure; its main effect is to prevent the occurrence of
tuberculosis disease. Treatment of latent tuberculosis infection is a central part
of the tuberculosis control strategy in the U.S. but not in most countries where
tuberculosis is endemic. Unlike a vaccine, treating latent infection does not
prevent reinfection with another strain of M. tuberculosis and subsequent risks
for disease. Where the risk of infection is high, such as in countries with a high
prevalence of tuberculosis, treating latent infection is not given high priority by
many ministries of health.

Since the mid-1980’s, the global tuberculosis situation has been exacerbated by
the HIV pandemic (De Cock, Soro, Coulibaly, and Lucas, 1992). HIV confers the
greatest known risk for the development of tuberculosis. The annual incidence of
tuberculosis in co-infected persons ranges from 3 to 12 percent, a risk that is 100
times greater than an HIV-seronegative person (O’Brien and Perriens, 1995).
Moreover, tuberculosis may accelerate the natural history of HIV infection
(Whalen et al., 1995; Whalen et al., 2000). These two organisms interact at the
community level. In many developing countries of Africa, for example, 50 to
75 percent of tuberculosis cases are infected with HIV, whereas 10 to 15 percent
of the population is infected with HIV. Thus, a small proportion of the popula-
tion is giving rise to over 50 percent of the tuberculosis problem (De Cock and
Chaisson, 1999). If tuberculosis disease could be prevented in this high risk
group in the community, then it would in theory have a beneficial effect on tuber-
culosis control.

A series of clinical trials were designed and conducted in endemic areas of the
world during the 1990s. Most of these studies were designed with a placebo
group with the intent of understanding the true effect of the intervention and to
measure the extent of side effects. One such study was conducted in Kampala,
Uganda, from 1993 to 1998 (Whalen et al., 1997; Johnson et al., 2001) and will
be the subject of the case discussion.
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Study Description

This study was designed to assess whether three different regimens to treat latent
tuberculosis infection were effective in reducing the risk of tuberculosis disease in
HIV-infected adults. The study was designed as a randomized, placebo- controlled
clinical trial in HIV-infected persons with either a reactive tuberculin skin test or
cutaneous anergy. The trial compared placebo therapy for six months with isoni-
azid given for six months (6H), isoniazid and rifampin given for three months
(3RH), and isoniazid, rifampin, and pyrazinamide for 3 months (3RHZ). The main
outcome for the trial was the development of tuberculosis disease; safety and
mortality were secondary outcomes. An interim analysis was performed after 84%
of expected events had occurred in the study, 33 months after enrollment began.
A statistically significant difference in the rates of incident tuberculosis between
placebo and the 6H study arm was found so the intervention was stopped and study
subjects receiving placebo were offered 6H. To evaluate the long-term benefit of
the interventions, all study subjects were followed for up to 5 years and actively
screened for tuberculosis. A final analysis of this cohort showed that the protective
benefit of 6H was short-lived and that regimens containing rifampin might provide
longer protection from tuberculosis disease.

The trial was conducted in Kampala,Uganda, under the auspices of the Uganda-
Case Western Reserve University Research Collaboration and was funded by the
Center for Disease Control and Prevention (ACET, cooperative agreement). The
study protocol was approved by the AIDS Scientific Subcommittee at Makerere
University in Uganda and by the Institutional Review Board at Case Western
Reserve University.

Ethical Issues
Placebo Use and Standards of Care

When this study was first published, it was met with criticism because it included a
placebo control arm (Angell, 1997). At the time this study began, there was no
standard of practice for the prevention of tuberculosis in this high risk group, yet
clinicians were seeking guidance in treatment. To this end, the Centers for Disease
Control and Prevention published a set of guidelines for the treatment of latent
tuberculosis infection in HIV-infected individuals (Centers for Disease Control and
Prevention, 1990). These guidelines were based on results from several small obser-
vational studies in injection drug users from New York City that showed protective
effect of isoniazid treatment (Selwyn et al., 1989), known effectiveness of isoniazid
therapy in persons with intact immune systems (Ferebee, 1970), and consensus of
expert opinion. Although these guidelines were adopted in the U.S. policies on
tuberculosis control, they were not universally practiced as a standard of clinical
care, especially in countries with limited economies and medical care systems.

As often happens, the sponsors of medical research are based in wealthy, indus-
trialized countries but the research is carried out in a resource-limited developing
country. In the design of an international study, which standard of care should be
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enforced? The standard in the country of the sponsor? Or the local practice in the
host country of the study? Investigators for this study found themselves exactly in
this position, as the study was sponsored by the Centers for Disease Control and
Prevention and conducted in Uganda.

At the time of the study, the Helsinki Declaration advised: “In any medical study,
every patient- including those of a control group, if any- should be assured of the
best proven diagnostic and therapeutic method” (World Medical Organization,
1996). This principle opens a debate about what represents “the best proven diag-
nostic and therapeutic method.” If one accepts the findings regarding treating latent
tuberculosis infection from persons with intact immune systems as a reliable guide
for how to manage latent infection in HIV disease, then a placebo arm in the case
study would not be justified on the grounds that another proven therapy was avail-
able. For many, the guidelines of 1990 from the Centers for Disease Control and
Prevention were sufficient to meet this criterion and establish the standard of care in
HIV infection. For some, it established the standard of care not only for the U.S. but
also for the rest of the world. But many experts in the field were more circumspect
in accepting the guidelines at face value and evaluated the quality of evidence that
supported them.

The guidelines relied on the consensus of expert opinion and how those experts
evaluated the available evidence for treatment of latent infection in HIV disease.
There was a large body of evidence on the effectiveness of treatment latent tuber-
culosis infection in healthy individuals with intact immune systems. Through
well-designed randomized clinical trials, it had been established that treatment of
latent tuberculosis infection with isoniazid for 6 to 9 months would reduce the
risk of tuberculosis disease by 70 to 80% in persons with intact immune systems
(Ferebee, 1970; International Union Against Tuberculosis Committee on
Prophylaxis, 1982). Since HIV infection weakens the immune system’s response
to M. tuberculosis so severely (Barnes, Quoc, and Davidson, 1993), it was
unknown whether a single drug like isoniazid would be effective in reducing the
risk of tuberculosis disease in HIV-infected persons. There was evidence from
observational studies in injection drug users that treatment with isoniazid reduced
the incidence of tuberculosis in HIV-infected drug users (Selwyn et al., 1989;
Selwyn et al., 1992), but experts in the field did not regard these data as definitive
because of the restricted nature of the study population and lack of true controls
in the study. Indeed, within the 1990 guidelines from the Centers for Disease
Control, there was uncertainty about the stated guidelines as the document
concludes with a call for further research. These developments set the stage for a
series of international studies designed to evaluate the efficacy of treating latent
tuberculosis infection in HIV-infected persons (Wilkinson, Squire, and Garner,
1998).

Apart from the available evidence in HIV disease, some experts contended that
treatment of latent infection is not effective in high transmission settings when
compared to low transmission settings. They believe that after completing a
course of isoniazid therapy, an individual faces the same risk for infection as
before treatment. Moreover, in the areas where strains of M. tuberculosis with
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isoniazid drug resistance circulate, the effectiveness of isoniazid therapy for
infection is certainly not established. Even today, there is controversy about the
effectiveness of isoniazid treatment of latent tuberculosis infection on the control
of tuberculosis.

The international nature of the trial brought this controversy into clear focus.
Uganda was chosen as a trial site because it was the epicenter of the HIV/AIDS
epidemic in Africa in the early 1990s, and it was ravaged by an evolving tubercu-
losis epidemic that was tightly linked to the HIV/AIDS epidemic in the country
(Eriki et al., 1991). At the time of the study, no information was available on drug
susceptibility profiles for strains in Uganda. The Ugandan investigators ques-
tioned the benefit of isoniazid treatment in the planning stages of this trial and
argued for the use of a true placebo arm. For the study to be informative to public
health policy in Uganda, they needed to know whether a treatment regimen
reduced the absolute risk of tuberculosis in HIV-infected persons, not whether it
was equivalent to another regimen of unknown efficacy.

Although isoniazid treatment was generally safe in immunocompetent persons, it
is associated with an age-dependent risk for hepatic toxicity, that can on rare occa-
sion be fatal (Moulding, Redeker, and Kanel, 1989). It was unknown at the time
whether HIV-infected persons would be more, or less, susceptible to the hepatic
toxicity, or whether they would be at risk for other less common adverse effects of
isoniazid. This concern was heightened by reports of severe and fatal cutaneous
reactions to tuberculosis medication in HIV-infected individuals in Africa
(Coopman, Johnson, Platt, and Stern, 1993; Pozniak, MacLeod, Mahari, Legg, and
Weinberg, 1992). Although this severe toxicity was attributed to thiacetazone, one
could not exclude isoniazid as a potential cause. Furthermore, HIV-infected persons
were more susceptible to adverse cutaneous reactions to trimethoprim- sul-
famethoxazole when wused to prevent Pneumocystis carinii Pneumonia
(Colebunders et al., 1987; Gordin, Simon, Wofsy, and Mills, 1984).

Investigators offered clinical equipoise as the basis for the decision to use the
placebo group in this case study (Whalen, Johnson, Mugerwa, and Ellner, 1998).
Clinical equipoise refers to a spectrum of opinion within a field about the thera-
peutic benefit of a treatment. It allows for some members of the field, even an
investigator on a study, to believe that one intervention tested in a randomized
clinical trial is more beneficial than other tested regimens, including a placebo, but
that the field remains divided about the therapeutic benefit of intervention (Miller
and Brody, 2003). Certainly, there was a spectrum of opinions in the medical field
of tuberculosis control and prevention regarding the proper role of treating latent
tuberculosis infection in HIV disease. For some in the field, the decision to use the
placebo control group rested on the need to know the efficacy and safety of treat-
ment for latent tuberculosis infection in HIV disease. For others in the field, a con-
sensus statement from an authoritative body like the Center for Disease Control
and Prevention was sufficient to establish standard of care in the U.S. Since the
study was sponsored by the U.S. federal government, this standard of care applied.

Clinical equipoise is not necessarily static. Opinion about standards of care can
change with time as the result of new research findings, opinion of leaders in the
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field, or new consensus statements from governments or specialty groups. In this
case study, the clinical equipoise at the start of the trial was challenged when new
research findings from a randomized clinical trial from Haiti showed that treating
latent tuberculosis infection reduced the risk for tuberculosis in HIV disease by
80% (Pape, Jean, Ho, Hafner, and Johnson, 1993). With this new information,
investigators reconsidered the need for a placebo group and appealed to an inde-
pendent body with authority to decide about international health issues. In April
1994, a steering committee on therapy for mycobacterial infections at the World
Health Organization reviewed the available data, both from all published and
unpublished clinical trials of tuberculosis prevention in HIV disease. The expert
panel concluded that clinical equipoise remained because the results from the
published study were not sufficiently conclusive to inform public health policy
regarding treatment of latent tuberculosis infection in HIV disease.

Since the completion of this study, a large body of literature has been published
relating to standards of care in clinical trials, especially in the international setting.
There is uniform agreement that ethical principles and guidelines articulated in the
Belmont Report must be met regardless of the setting (Shapiro and Meslin, 2001).
Revised versions of the Declaration of Helsinki (World Medical Association,
2000) and the Council for International Organizations of Medical Sciences
(CIOMS) international ethical guidelines for biomedical research (Council for
International Organizations of Medical Sciences, 2002) provide recommendations
regarding standard of care that reflect current ethical thinking. In its revised
version the Helsinki Declaration states: ‘The benefits, risks, burdens, and effec-
tiveness of a new method should be tested against those of the best current prophy-
lactic, diagnostic, and therapeutic methods.” This principle states that the ‘best
current method” must be offered to study subjects, presumably regardless of
whether this method is the standard of care in the country of the clinical trial.

This restated principle may limit a study to testing the relative benefit of an
intervention instead of the absolute benefit, and possibly limit the information
needed to make public policy in a country. This principle may lead to other ethical
dilemmas by creating restricted access to medical care not typically available in a
country. These ethical principles, however, are secondary to the central principle
that study subjects must not be exploited for scientific objectives, clinical knowl-
edge, or public health programs. Both the Helsinki Declaration and the CIOMS
international ethical guidelines leave open the opportunity of a placebo-controlled
trial when a proven therapy exists, but in these instances, ‘extreme care’ must be
taken in justifying the study. Regardless, the proposed study must undergo proper
ethical and scientific review and approval.

Clinical equipoise remains an important condition for the use of a placebo in a
clinical trial (Emmanuel, Wendler, and Grady, 2000). But some believe that clini-
cal equipoise is a flawed concept and should be abandoned (Miller et al., 2003).
Miller and Brody argue that research and clinical care are conflated in randomized
clinical trials. The main objective of a randomized clinical trial is to perform a
research experiment that will inform treatment of future patients, patients and
physicians often view the clinical trial as a way to deliver medical care to the study
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patients. Thus, a patient may enter a trial with the understanding that regardless of
which therapy he or she receives, it is the best one for them as an individual.
Clinical equipoise fails to separate the research requirements of the clinical trial
from the clinical care of its participants. Alternative tests for the need of a placebo
exist (Lilford, 2003), but they are not commonly practiced. The framing of
research questions and the testing of new therapies is settings with heterogeneous
standards of care remains a challenge in clinical research.

Providing Participants with Care

This case study raises another ethical principle relating to standards of care and
clinical trials. This principle addresses what should happen when the study has
ended. What is the obligation of the investigators to study participants? The
Declaration of Helsinki states: ‘At the conclusion of the study, every patient
entered into the study should be assured of access to the best proven prophylactic,
diagnostic, and therapeutic methods identified by the study’. In other words, if the
study results indicate that a new treatment is effective, or more effective than a
standard treatment, then all patients in the study should be offered this treatment.
Indeed, this is what was done in the case study. As part of the study design,
interim analyses were performed to determine when one intervention appeared
superior to the placebo. When the isoniazid intervention was shown to reduce the
incidence of tuberculosis, then subjects enrolled in the placebo arm were offered
isoniazid treatment as indicated in the informed consent for the trial. Both the
researchers and the study sponsor took responsibility for treating these study par-
ticipants with isoniazid. The study investigators systematically identified and
traced living subjects enrolled in the control arm of the study, excluded active
tuberculosis, explained the findings of the study, and offered a six month course
of isoniazid therapy. Of the surviving participants without tuberculosis, 85%
were traced and offered treatment.

Disseminating Research Findings

A current area of controversy is whether the researchers have an ethical obligation
to ensure that their findings are incorporated into public policy in the host country
where the research was performed. Although the Helsinki Declaration specifically
refers to “patients entered into the study,” one may reasonably ask whether the
benefits of the study intervention should not be made readily available to the entire
population. In fact, the Helsinki Declaration stipulates: “Medical research is only
justified if there is a reasonable likelihood that the populations in which the
research is carried out stand to benefit from the results of the research.” Thus, from
the inception of a research project, investigators are required to establish that there
is a “reasonable likelihood” that the proven treatment will be made available to the
public. It is not clear, however, what represents a reasonable likelihood, or how this
likelihood would be established. Presumably, investigators from the collaborating
and host countries consult the local ministry of health, local health professional
organizations, or community advisory boards in advance of the study and gain
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their support. Moreover, it is not clear whether “population” refers to the study
participants or the community from which the study participants were drawn. The
intent of the principle seems to require an assessment of how a new treatment or
intervention might be made available to people not participating in the clinical
trial. This step enters the realm of public policy, an area where researchers may not
be qualified to participate. Nevertheless, they may be called upon to explain their
findings and put them into context for politicians and public health officials who
will convert the findings into public policy. In this way, researchers are called upon
to be active participants in the process of public health policy.

As for the case study, the investigators from the study developed a working
relationship with the Ugandan Ministry of Health in advance of the study. Indeed,
the input from the policy makers in the country urged the use of a placebo control
group to allow for the assessment of the absolute risk of tuberculosis. Because of
the size and scope of the study, investigators also engaged local hospitals and
clinics caring for HIV-infected patients. This interaction served to inform local
health care professionals of the need to screen for active tuberculosis and offer
treatment for latent infection, once the results were known. Investigators for the
study also presented the findings at international consensus conferences and par-
ticipated in drafting guidelines for the treatment of latent tuberculosis infection in
HIV disease. These guidelines recommend treatment of HIV-infected persons
with reactive tuberculin skin tests with isoniazid therapy for 6 to 9 month (Maher,
Floyd, and Raviglione, 2002). The statement falls short of advocating isoniazid
treatment of latent infection as a programmatic approach to tuberculosis control.
Currently, community-based clinical trials of isoniazid therapy are being carried
out in endemic settings to determine whether prevention of tuberculosis in HIV-
infected persons improves tuberculosis control.

Summary

This case illustrates the myriad of ethical issues involved in the design and conduct
of a randomized clinical trial of tuberculosis prevention in developing countries. In
particular, it shows how clinical standards of care for tuberculosis in HIV infection
were established and why they were challenged. The case shows how the concept
of clinical equipoise was applied to justify the placebo arm of the study. Finally, it
raises the question of how results from a single clinical trial can be used to inform
public policy about tuberculosis control.
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Chapter 9

Observational Studies

It may be helpful to briefly review the various observational study designs and the
data collection strategies that are often used in such studies prior to embarking on a
discussion of the ethical issues associated with both the designs and the approaches
to data collection.

Observational Study Designs

In general, three basic study designs exist for the conduct of observational studies:
cohort, case-control, and cross-sectional. Hybrids that utilize various components
are also possible, and the reader is referred to other sources for a discussion of these.

Cohort Studies

Cohort studies are utilized to determine the association between an exposure of
interest and an outcome of interest. Compared to other study designs, cohort stud-
ies offer an important advantage in that they allow the investigator to assess the
likelihood of various outcomes over time.

Cohort studies may be conducted retrospectively or prospectively. In either
case, the investigator selects a study population based on their exposure or non-
exposure to the factor of interest, and then follows them prospectively in time in
order to observe the number of new cases of the disease under investigation that
occurs in each group during a specified period of time (Kelsey, Thompson, and
Evans, 1986).

As an example, suppose that we do not have any knowledge about whether the
use of methamphetamine is related to increased HIV risk, but we have such a
hypothesis. The investigator may select a group of individuals who have been
using methamphetamine for a predetermined amount of time, or have used a pre-
determined quantity, as specified in the protocol, and follow them prospectively
to see how many individuals in this group contract HIV. Concurrently, the investi-
gator must identify a group of individuals who are at risk for the same exposure
but who are not exposed and follow them prospectively for the same duration of
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time, to determine how many in this group become HIV-infected. Finally, the
investigator will calculate the ratio of those who are infected in the exposed group
and those who are infected in the unexposed group to determine if the individuals
who used methamphetamine are at increased risk for contracting HIV, a statistic
known as the risk ratio. The investigator will have to control for other factors that
might be related to the increased HIV risk and may do this by excluding from
study participation individuals with specified characteristics, or by controlling for
these differences in the statistical analysis.

If we wished to conduct a retrospective cohort study, we could utilize the same
design. However, rather than beginning our observation period today and follow-
ing individuals into the future to see how many in each group develop HIV infec-
tion, we would start our observation period at a point of time in the past, and then
follow individuals forward to today or beyond. The exposures in the past would
have to be reconstructed through memory, prior medical records, etc., which may
be extremely difficult to do.

Case-Control Studies

Like cohort studies, case-control studies are designed to examine the relationship
between an exposure of interest and a disease or outcome of interest. In contrast
to cohort studies, however, the investigator begins the study by identifying the
cases, that is, a group of individuals who have already developed the disease or
outcome of interest, and a group of controls, individuals who are “representative
of the same base experience” as the cases but who did not develop the disease
(Miettinen, 1985). The investigator will then look backwards in time for a prede-
termined period from the time that the disease was identified. The length of time
will depend on the particular nature of the disease and the exposure (Kelsey,
Thompson, and Evans, 1986).

As an example, consider our hypothesis that there may exist a relationship
between the use of methamphetamine and an increased risk of HIV infection. If
an investigator is using a case-control design, he or she will identify cases, indi-
viduals who are already HIV-seropositive, and will ask these individuals about
their exposures to not only methamphetamine for “X” number of years, but also
about their exposures to other substances that have been implicated in increased
HIV risk (cf. Rothman, 1986). At the same time, he or she will identify a group of
individuals who are HIV-seronegative but were at risk of the same exposure and
similarly question them about their exposures. Ultimately, the investigator will
calculate the odds of contracting the disease given the exposure, compared to the
odds of contracting the disease without having had the exposure. This is known as
the odds ratio. The odds ratio generally approximates the risk ratio.

Cohort studies and case-control studies both permit causal inferences because the
design permits us to follow the participants over time and in both designs the expo-
sure precedes the development of the disease. Retrospective cohort studies and
case-control studies both have as a disadvantage, however, the need to reconstruct
past history of exposure. This can be done through memory of the participant and
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reliance on documents such as medical records, union records, records of federal
and other agencies, etc. However, these files may be difficult to locate or may have
become nonexistent due to the passage of time.

Cross-Sectional Studies

Unlike cohort and case-control studies, which permit us to draw causal inferences,
cross-sectional studies cannot provide the basis for such inferences because they are
characterized by temporal ambiguity. That is, data relating to both the exposure and
the outcome of interest are collected at the same time; we may not know whether
the hypothesized outcome occurred after the exposure of interest or whether it actu-
ally preceded the exposure (Kelsey, Thompson, and Evans, 1986).

Suppose, for instance, we wished to examine the relationship between neurolog-
ical impairment and HIV status. We could recruit a group of individuals and test
them for both neurological impairment and for their HIV status. If we found an
association between HIV seropositivity and decreased neurological functioning, we
would not know whether the neurological impairment resulted from the HIV infec-
tion or existed prior to the infection. Cross-sectional studies may provide important
clues for the formulation of hypotheses to be further tested with more rigorous
study designs, but they cannot be used to draw conclusions about cause and effect.

Data Collection Strategies

A variety of data collection strategies can be used, regardless of which study
design is employed. The strategies that will be discussed here include focus
groups, individual interviews, and participant observation. Each of these strate-
gies has methodological strengths and weaknesses, but our attention here is on the
ethical issues that attend the use of each. The reader is referred to other sources in
addition to those referenced in this discussion for a more detailed discussion of
the methodological issues (e.g., Bernard, 1994; Wengraf, 2001).

Focus Groups

A focus group has been explained as “a situation in which a group moderator
keeps a small and usually homogeneous group of about 6 to 12 people focused on
the discussion of a research topic or issue” (Johnson and Turner, 2003). Focus
groups are often conducted in order to obtain preliminary information about a
particular issue, which can then be used as the basis for a more in-depth survey or
individual interviews. They may also be helpful as a mechanism to test new
instruments or at the end of a study to understand participants’ reactions to the
conduct of the study.

Focus groups usually last anywhere from one to three hours. They are usually
conducted by a facilitator, with one or more other individuals responsible for
the recording of the focus group discussion through notes, video, and/or tape
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recording. And, although focus groups may appear to be relatively informal,
they often require extensive preliminary preparation in order to formulate
appropriate questions that will yield the most in-depth information.

One of the primary difficulties with focus groups is that of maintaining confiden-
tiality. Although the researcher may explain the need to maintain the confidentiality
of the information that is shared, he or she cannot guarantee that information that is
divulged in the context of the focus group will not be repeated outside of the group
by another group participant. For this reason, it is important that the researcher
stress the importance of confidentiality and that individuals need not disclose any
more than what they can comfortably share.

Individual Interviews

Open-ended interviews help to expand knowledge about which little is known,
identify new domains, break down domains into component factors and subfac-
tors, and obtain information about the context in which the study is to occur
(Schensul, Schensul, and LeCompte, 1999). The process of conducting open
interviews is as follows.

The interviewer/researcher first develops general questions derived from a
theoretical model. Probes can be used during the course of the interview to elicit
more information. These include the repetition of the individual’s statement in a
questioning way, asking for more information, asking for clarification, asking
for an opinion, and/or asking for clarification of terms used. The interviewer
may also identify or return to topics to clarify information that is unclear or
incomplete, try to define domains of culture by asking for lists of things, and/or
ask the individual for a narrative of his or her experience. All of these techniques
must be utilized in a manner that is designed to maintain the flow of the inter-
view (Schensul, Schensul, and LeCompte, 1999).

Semi-structured interviews combine the flexibility of unstructured, open-ended
interviews with the directionality of survey instruments. Questions are preformu-
lated, but the answers are open-ended. This type of interview provides the basis for
the development of surveys, helps to clarify the domains and factors in the study,
assists with the development of preliminary hypotheses, and helps to operationalize
factors into more precise variables.

Questions in a semi-structured interview may be organized temporally, accord-
ing to their complexity, according to the domains or topics, by level of abstraction
within domains, or according to the level of threat that they pose to the respon-
dent. For instance, in the context of a semi-structured interview about sexual
behavior, questions may be arranged in a chronological fashion, whereby the
respondent narrates his or her experiences from the most distant sexual encounter
to the most recent, or by their level of sensitivity, so that questions relating to
participation in specified activities, such as anal intercourse or fetish practices,
are reserved for later in the interview, after the interviewer has had a chance to
develop rapport with the research participant and the participant feels more
comfortable (Schensul, Schensul, and LeCompte, 1999).
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Participant Observation

Participant observation is a strategy that is used in qualitative research. It has
been defined as “a process of learning through exposure to or involvement in
the routines or activities of the research participants” (Schensul, Schensul, and
LeCompte, 1999: 91). This strategy provides an intuitive understanding of the
ways things are organized and prioritized, how people relate to each other, and
how boundaries are defined. It demonstrates or confirms patterns, e.g. in etiquette,
status, hierarchies; endorses the presence of the researcher in the community; and
allows the investigator to witness events that outsiders would not be permitted to
attend.

The extent of the researcher’s participation is on a continuum in terms of
the types of activities and the level of actual participation in specific activity.
Ultimately, the quality of observation depends on the observational, documentation,
and interpretation skills of researcher. Individuals and communities may utilize any
of numerous strategies to exclude the researcher, such as using language that is
unfamiliar to investigator, “code switching,” changing the subject, refusing to
answer questions, positioning so that the researcher cannot hear, and/or not inviting
the researcher to attend events (Schensul, Schensul, and LeCompte, 1999).

Observations include both events and settings. Various descriptive techniques
can be utilized to explain the who, what, where, when, why, and for whom of a
particular event or setting, including numerical counts, census taking, descriptive
details, and/or ethnographic mapping. Field notes from such observations must
be done on a regular basis. Accurate notes require that the individual conducting
participant observation record the date, time, place, name of researcher at top of
each page; define behaviors behaviorally; describe the appearance of individuals;
describe the physical state of the environment; record personal reactions and
interpretations separately; include exact quotes to the extent possible; use pseudo-
nyms or coding to maximize confidentiality; describe activities in the sequence in
which they occurred; and include relevant history related to events or individuals
(Schensul, Schensul, and LeCompte, 1999).

Ethical Issues

Informed Consent
Capacity

The issue of capacity can arise in numerous ways in the context of even observa-
tional research. As an example, the question has been raised as to whether indi-
viduals who chronically abuse substances can ever have the capacity to consent
(Woodhouse et al., 1995). However, many of these issues have been addressed in
the context of specific chapters focusing on children and mentally ill individuals
and, for this reason, this discussion will concentrate on elements other than
capacity that also comprise informed consent.
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Knowledge and Voluntariness

Ethical issues often arise in the context of observational studies conducted in
conjunction with public health functions, such as surveillance, and epidemiolog-
ical studies. In fact, one scholar called “the clash between the privacy rights of
persons and the need for access to and disclosure of personal health-related
information . . . the most frequent ethical dilemma to confront epidemiologists
(Last, 1996: 57).

As an example, blinded serosurveys have been conducted under the rubric of
public health surveillance to determine prevalence rates of HIV infection in specific
communities or among specific populations. In such testing, the blood samples are
unlinked to the persons from whom the blood is drawn. This can be accomplished
by first asking the individual for their consent to have their blood tested for HIV
prior to drawing the blood sample. Alternatively, the blood that is “left over” from
blood drawn for a different purpose can be tested for HIV, without the individual’s
knowledge or consent.

Blinded serosurveys conducted without the knowledge of the individuals from
whom the blood is taken pose serious ethical questions. First, the basic principle
of respect for persons, encompassing the requirement of informed voluntary con-
sent, is violated. One might argue that there is no harm to the individuals because
their identity is not known. However, individuals may feel wronged. Additionally,
the failure to advise individuals who test HIV-positive of their HIV test results is
in direct opposition to the policy requiring that individuals participating in other
types of studies be told of their HIV test results and, additionally, results in a
missed opportunity to provide HIV risk reduction information to the individual.

It has been argued that practices such as blinded serosurveys do not constitute
research and are therefore exempt from the need to inform the affected individuals
and obtain their voluntary consent. The World Bank, for instance, has asserted that:

Surveillance is not research. Public health surveillance is essentially descriptive in nature.
It describes the occurrence of injury or disease and its determinants in the population. It
also leads to public health action . . . . If we confuse surveillance with research, we may be
motivated to collect large amounts of detailed data on each case. The burden of this
approach is too great for the resources available . . . . (World Bank, 2002).

The Centers for Disease Control and Prevention have similarly objected to
characterizing such undertakings as research, but for other reasons:

The implications of calling public health surveillance research are broad and far reaching . . .
If all surveillance activities were research, it might mean that each local health department
would have to form institutional review boards (IRBs) (Centers for Disease Control and
Prevention, 1996).

Instead, activities such as blinded serosurveys, it is argued, are to be characterized
as public health practice when conducted by a state or governmental agency, and
research when conducted by a nongovernmental individual or entity.

However, the demarcation between research and public health practice is
often blurred, even when the activity is conducted through a governmental entity
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(Fairchild and Bayer, 2004). It is also clear that individuals may be subjected to
similar risks through public health surveillance as through participation in
research, often with little or no direct benefit. Accordingly, at least some schol-
ars have called for ethical review of public health surveillance activities at state
and federal levels, regardless of whether such activities are to be considered
public health practice, research, or somewhere between the two (Fairchild and
Bayer, 2004).

The issue of knowledge and the need to re-inform participants may also arise
due to a change in the larger context during the course of an investigation. This
may occur in the context of all HIV-related research, but is particularly critical
in situations involving natural history studies. For instance, at the beginning of
the HIV epidemic, nothing was known about this new and baffling disease.
Consequently, natural history studies constituted a critical step in the develop-
ment of an understanding of the disease and its symptoms and risk factors for
its transmission. However, as we learned more about the disease and developed
strategies and medications to limit its transmission and reduce its impact, the
continuation of such natural history studies would be ethically suspect. Indeed,
responsible researchers conducting such studies made every effort to keep the
participants in such studies apprised of research findings and new treatments.

Assessing Risks
Limitations on Confidentiality and Privacy

Confidentiality has been identified as one of the major ethical issues arising in the
context of HIV-related research (Muthuswamy, 2005). Shifting ethical standards
over the course of the HIV epidemic make it difficult for investigators to ensure the
confidentiality of all data collected. As an example, in several longitudinal (cohort)
studies initiated at the beginning of the epidemic, participants could choose
whether or not to receive their HIV test results (Kaslow, Ostrow, Detels, Phair,
Pols, and Rinaldo, 1987). At a later date, the National Institutes of Health decided
that, ethically, all participants tested for HIV should receive their HIV test results.
As a result, individuals who agreed to participate in the studies with one under-
standing found that the standards had shifted and their choice was no longer valid
(Blanck, Bellack, Rosnow, Rotheram-Borus, and Schooler, 1992). Commentators
have noted that the requirement of mandatory notification essentially nullifies a
study participant’s ability to withdraw from a study at any time, because he or she
has to receive the test results (Avins and Lo, 1989). This possibility contravenes
the ethical principle of respect for persons. Similarly, states that once did not
require the reporting of the names of individuals who tested HIV-positive or part-
ner notification later implemented such requirement(s) (Blanck et al., 1992).

The investigator’s ability to assure confidentiality in the context of HIV-related
research may also be limited due to a duty to warn, state-imposed reporting
requirements, and legal attempts to access the data. Although these issues may
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arise during the course of any HIV-related research, they may be especially likely
to arise in observational studies conducted over an extended period of time.

Duty to Warn. A “duty to warn” may exist as the result of a line of court cases
that began in 1976 with the now famous case of Tarasoff v. Regents of the
University of California.

The case involved a lawsuit by the Tarasoff family against the University of
California and a psychologist at the Berkeley campus of the university for
the death of their daughter Tatiana. Tatiana had refused the advances of another
graduate student at Berkeley. The would-be suitor had revealed his intent to
kill Tatiana during the course of counseling sessions with a psychologist at the
school’s counseling services. The psychologist and several colleagues sought to
have this student involuntarily hospitalized for observation purposes, but he was
released after a brief observation period, during which it was concluded that he
was rational. He subsequently shot and killed Tatiana.

The majority of the court rejected the psychologist’s claim that he could not
have advised either the family or Tatiana of the threat because to do so would have
breached the traditionally protected relationship between the therapist and the
patient. Instead, the court held that when a patient “presents a serious danger . . .
to another [person], [the therapist] incurs an obligation to use reasonable care to
protect the intended victim against such danger.” That obligation could be satisfied
by warning the intended victim of the potential danger, by notifying authorities, or
by taking “whatever other steps are reasonably necessary under the circumstances”
(Tarasoff v. Regents of the University of California, 1976). The court specifically
noted that the therapist-patient privilege was not absolute:

We recognize the public interest in supporting effective treatment of mental illness and in
protecting the rights of patients to privacy and the consequent public importance of safe-
guarding the confidential character of psychotherapeutic communication. Against this
interest, however, we must weigh the public interest in safety from violent assault . . . . We
conclude that the public policy favoring protection of the confidential character of patient-
psychotherapist communications must yield to the extent to which disclosure is essential to
avert danger to others. The protective privilege ends where the public peril begins.

Some later cases have followed the reasoning of the Tarasoff court. A New Jersey
court ruled in Mclntosh v. Milano (1979) that the doctor-patient privilege protecting
confidentiality is not absolute, but is limited by the public interest of the patient. In
reaching this conclusion, the court relied on the 1953 case of Earle v. Kuklo, in
which the court had stated that “a physician has a duty to warn third persons against
possible exposure to contagious or infectious diseases.” A Michigan appeals court
held in Davis v. Lhim (1983) that a therapist has an obligation to use reasonable care
whenever there is a person who is foreseeably endangered by his or her patient.
The danger would be deemed to be foreseeable if the therapist knew or should have
known, based on a professional standard of care, of the potential harm.

Courts are divided, however, on whether the patient must make threats about a
specific, intended victim to trigger the duty to warn. The court in Thompson v.
County of Alameda (1980) found no duty to warn in the absence of an identifiable
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victim. Another court, though, held that the duty to warn exists even in the absence
of specific threats concerning specific individuals, if the patient’s previous history
suggests that he or she would be likely to direct violence against a person
(Jablonski v. United States, 1983).

Consider a similar scenario, but in the context of HIV. A patient discovers
that he or she is HIV-infected. Angry, and refusing to accept the diagnosis and
recommended changes in sexual behavior, such as use of a condom to protect
himself and partners, the individual continues to engage in unprotected sex with
his current sexual partner. This situation is most analogous to Tarasoff: a specif-
ically identified person is placed at risk as a result of the patient’s behavior.
Less clear is the situation in which the individual continues to have unprotected
intercourse with multiple partners, who may be unknown to him by name. The
case study by Gore-Felton and DiMarco that follows chapter 10, Behavioral
Intervention Studies, addresses this scenario in detail.

Despite the passage of time since the beginning of the HIV epidemic, there
continues to be no legal consensus on the applicability of the Tarasoff doctrine to
HIV-related situations. It has been argued that HIV is less likely to be contracted
as the result of unprotected intercourse than death is to occur as the result of a
shooting with a bullet. And, even if an individual is exposed to HIV, there is the
possibility that he or she will be able to clear the virus from his or her system.
And, unlike the situation in Tarasoff, involving the immediate death by a bullet,
individuals infected with HIV may live for extended periods of time (Traver and
Cooksey, 1988).

Rather than relying on court decisions to determine the applicability of
California Tarasoff doctrine, many state legislatures have adopted legislation
requiring that HIV-infected persons advise their prospective sexual and/or
needle-sharing partners of their HIV status before engaging in any risky behavior
with them; a failure to do so can result in criminal prosecution. As an example, the
Kentucky statute defining wanton endangerment in the first degree and making it a
felony has been applied in cases involving sexual intercourse of an HIV-positive
person (Kentucky Revised Statutes Annotated, 2006; Hancock v. Commonwealth,
1998). Ohio’s definition of felonious assault specifically includes sexual conduct
by an HIV-infected person with another individual without first having disclosed
his or her HIV seropositivity to the prospective sexual partner (Ohio Revised Code
Annotated, 2006; State v. Gonzalez, 2003).

The duty to warn may be relevant in the research setting, even absent general
legal consensus regarding the applicability of the Tarasoff doctrine to HIV-related
situations, if for no other reason that researchers are often clinicians, as well, such
as physicians, nurses, or social workers. However, its application is fraught with
potential problems, as there are no clinically accepted standards for the evaluation
of dangerousness (Lamb, Clark, Drumbheler, Frizzell, and Surrye, 1989; Public
Health Service, 1987) and psychotherapists often differ in their assessments of
the extent to which the dangerousness of an HIV-infected individual and the iden-
tifiability of a victim should mandate a breach of confidentiality (Totten, Lamb,
and Reeder, 1990).
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Mandatory Reporting. All states require the reporting of newly diagnosed
cases of AIDS to their state health departments. Many also require the reporting
of newly diagnoses cases of HIV. Although some states permit anonymous test-
ing, whereby only salient factors are reported with the test results, such as risk
behaviors, a growing number of states require that individuals testing HIV-
seropositive be reported by name.

Depending on the particular state, however, researchers may also be required
to report instances of child sexual abuse, child abuse or neglect, elder abuse, or
intimate partner violence that may be committed by or perpetrated on a research
participant. Whether such an obligation exists often depends on the age and state
of residence of the victim, the state’s definition of the offense, the recency of the
event, and the status of the reporter, that is, whether a researcher under that state’s
laws is a mandated reporter.

Subpoenas. A subpoena is an order from a court or administrative body to
compel the appearance of a witness or the production of specified document or
records. This discussion focuses on subpoenas issued to compel the production of
records or documents associated with the research.

A subpoena can be issued by a court or administrative body at the state or federal
level. The information sought may be believed to be important to the conduct of an
investigation, a criminal prosecution, or a civil lawsuit. The issuance of subpoenas
against researchers had become increasingly common (Brennan, 1990) and have
been used as a mechanism to obtain data relating to identifiable research participants.

Certificates of confidentiality may potentially limit the extent to which research
data may be obtained by subpoena. Certificates of confidentiality are issued by
the appropriate institute of the National Institute of Health and other agencies of
the United States Department of Health and Human Services. Authority for their
issuance derives from the section 301(d) of the Public Health Service Act, which
provides that:

The Secretary may authorize persons engaged in biomedical, behavioral, clinical, or other
research (including research on mental health, including research on the use and effect of
alcohol and other psychoactive drugs) to protect the privacy of individuals who are the sub-
ject of such research by withholding from all persons not connected with the conduct of
such research the names or other identifying characteristics of such individuals. Persons so
authorized to protect the privacy of such individuals may not be compelled in any Federal,
State, or local civil, criminal, administrative, legislative, or other proceedings to identify
such individuals.

Certificates are potentially available for research where the participants may be
involved in litigation that relates to the exposure under study, such as occupational
exposure to HIV; that collects genetic information; that collects data pertaining to
participants’ psychological well-being, their sexual attitudes, preferences, or prac-
tices or their substance use or other illegal activities or behaviors. Additional
details relating to certificates are available from the various websites sponsored
by the Office of Extramural Research of the National Institutes of Health
(http://grants.nih.gov/grants/policy/coc/appl_extramural.htm;
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http://grants.nih.gov/grants/policy/coc/back ground. htm;
http://grants.nih.gov/grants/policy/coc/fags.htm).

Although the validity of these certificates was once upheld by a New York
court (People v. Newman, 1973), their validity is subject to question because, in
essence, they allow an agency of the federal government to limit the ability of the
states to investigate and prosecute possible criminal activity and the ability of the
courts and litigants in civil cases to obtain evidence that may be critical.

Stigmatization

The issue of stigmatization may also arise as group stigmatization, in the context of
population-based research, such as epidemiological studies of prevalence and inci-
dence. For instance, a researcher may find that individuals of a particular ethnic
group or a particular area of a city or village have a higher prevalence of HIV than
other groups or communities, or that the prevalence of high-risk behaviors is
higher. The group or community involved may not wish to be specifically identified
in publications because of the possibility of such stigmatization. The history of HIV
research provides an example of how such stigmatization may result.

Initially, research relating to HIV/AIDS focused on the identification of routes
of transmission and risk factors for the disease. By 1982, within a year of identi-
fying the first cases of what would come to be called AIDS, the Centers for
Disease Control and Prevention (CDC) had labeled Haitians a “risk group.” This
emphasis on group membership as a risk factor, rather than relevant activities or
behaviors, ultimately resulted in the medical and social construction of “risk
groups,” whose members were presumed to be at higher risk of contracting and
transmitting the infection by virtue of their membership in the specified group,
regardless of their individual behaviors (Schiller, Crystal, and Lewellen, 1994).
These four groups—Haitians, homosexuals, heroin addicts, and hemophiliacs—
came to be known as “the 4-H club.”

Although the withholding of specific group identifying information, that is,
group confidentiality, may reduce the likelihood of such stigmatization, it may also
result in an inability to replicate the study findings and to develop interventions and
programs that may be necessary to address the identified problem. It is important
that the researcher(s) and the community involved in the research work together to
develop an approach that not only considers the need to disseminate the research
findings to benefit present and future members of the relevant population, but also
respects the needs and sensitivities of the affected communities and groups
(cf. Council for International Organizations of Medical Sciences, 2005).

Psychological Sequelae

Psychological risks may be a concern in studies of longer duration, during which the
research participants and the research staff establish a relationship. It is possible
that research participants may feel abandoned following the termination of the study,
particularly if the staff has been supportive during the intervening time through the
provision of referrals, a listening ear, etc. It is important to institute strategies during
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the course of the study to reduce this likelihood. This can be done, for instance,
through regular reminders to participants of the nature of the relationship.

Assessing Benefits

Frequently, there may be no direct benefit to the study participants of participating
in an observational study. Benefits often associated with participation include
social interaction with others; the ability to provide information that may be help-
ful to others at a later date; receiving up-to-date information about HIV prevention
and transmission; receiving HIV testing and test results; and, depending upon the
nature of the study, receiving referrals for needed services, such as substance abuse
treatment and temporary shelter.

In some circumstances, what appears at first glance to be a benefit may, in
fact, become an unforeseen risk. For instance, one research group conducting
a demonstration project that targeted women who exchanged sex for drugs
routinely provided HIV test results to its research participants to enable them to
obtain appropriate medical attention (Siegal, Carlson, Falck, Reece, and Perlin,
1993). The investigators had not anticipated that a study participant might later
be incarcerated and be unable to obtain the necessary treatment without first
disclosing her HIV status to prison authorities, which could result in segregation
from the general prison population and a threat to her safety. Although this situ-
ation arose in the context of an intervention study, it could easily occur, as well,
in the context of an observational study in which HIV testing is a component.

Third Parties

Observational research, particularly research involving participant observation
and genetic epidemiology, often requires the collection of data relating to third
parties, such as family members or social network members (DeCamp and
Sugarman, 2004; Woodhouse et al., 1995). As an example, researchers may wish
to describe social network structures and their influence on HIV transmission and
characterize the specific strain(s) of the virus that are transmitted. Such research
necessarily requires that individuals divulge information about others with whom
they have interacted, yet these third parties are not themselves enrolled as partici-
pants. Another example is provided by the strategy developed by the Centers for
Disease Control for the conduct of a national survey to determine the prevalence
of HIV infection (Hurley and Pinder, 1992). The survey initially was structured to
obtain information from neighbors about the number, age, race, and sex of per-
sons living in a household where no one was home. The survey strategy was later
modified following the characterization of this plan by the Policy Advisory Panel
as an undue invasion of privacy (Hurley and Pinder, 1992).

The question becomes: at what point has the privacy of these third parties and
the confidentiality of data pertaining to them been violated for failure to obtain
their informed consent to such observations and data collection? This is an impor-
tant issue because these third party individuals, if identifiable, could potentially



Ethical Issues 149

suffer many of the same risks as the study participants themselves, such as
stigmatization, psychosocial harm, and family discord (DeCamp and Sugarman,
2004), but they will not have had the same opportunity as the study participants to
assess and weigh these risks and any potential benefits for themselves.

Guidelines have been developed for the factors to be considered in determining
when such third parties are potentially identifiable:

1. the quantity of information collected about the third party;

2. the nature of the information that is collected, including its sensitivity and the
possibility that it might result in harm to the third party;

3. the ability of the investigators to record the information in a manner that safe-
guards the identity of the third party; and

4. the possibility that the classification of the third party as a study participant
might have on the rights or welfare of the index (original) study participant,
thereby requiring that the IRB protect the interests of both the original partici-
pant and the third party (National Human Research Protections Advisory
Committee, 2002).
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Case Study Three

Challenges and Strategies
for Personal Safety in Fieldwork

Nancy Méndez and Ingrid Vargas

I drove up to Rita’s house, a Puerto Rican woman with a long history of heroin use,
legal problems and severe mental illness who had recently been recruited into our
research program. I only carried my cell phone, participant stipend, identification and
study instruments. Rita had recently moved into a newly rented house. The location was
very isolated. The small house sat near abandoned railroad tracks and the house looked
uninhabited. The paint was well worn, many of the windows were broken and the
screen door hung by one hinge. I walked into Rita’s home for our first interview. The
living room and kitchen were cluttered with garbage. Rita was disheveled. Her hair was
uncombed, her clothes were wrinkled. The first 20 minutes into the interview she
seemed preoccupied and nervous. Suddenly her boyfriend stormed in through the back
door and began a heated argument with Rita about missing drugs. Another man entered
behind Rita’s boyfriend who had just realized that I was sitting in the living room. Rita
introduced me as her social worker. I quickly terminated the interview and left the
home.

Introduction

This excerpt from research transcripts highlights the dangers faced by many of
our severely mentally ill participants who struggle with drug use. The potential
difficulties faced by ethnographers in the field are underscored in the passage.
Using examples drawn from transcripts taken during a five year research project,
we discuss safety concerns that arise when conducting ethnographic research with
women who suffer from severe mental illness and substance use and examine
strategies to help ethnographers minimize risks in the field. Although our focus here
is on HIV-related research, these strategies may be helpful to researchers engaged in
fieldwork that targets other diseases.
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Background

The number of women with HIV infection and AIDS has increased steadily
worldwide. By the end of 2005, 17.5 million women worldwide were infected
with HIV (National Institute of Allergy and Infectious Diseases, 2006). Hispanics
have been disproportionately impacted by HIV/AIDS. According to the Centers
for Disease Control and Prevention (2005), in 2004 Hispanics accounted for 20%
of all new AIDS cases diagnosed that year. Furthermore, there is growing concern
that severe mentally ill adults living in the community have a high risk for HIV
infection. Numerous articles have reported variable rates of HIV infection among
persons with SMI, ranging from 3.1% to 22.9%, compared to an estimated preva-
lence rate of 0.4% in the general population (Cournos, 1997)

This observational study was designed to improve our understanding of the
HIV risk of Puerto Rican and Mexican severely mentally ill (SMI) women ages
18 to 50 and to describe the context in which these behaviors occurred. For the
purposes of this study, we defined severely mentally ill as schizophrenia, bipolar
disorder, or major depression. Secondary objectives included the acquisition of
additional insights that could be incorporated into the informed consent process
and the content and delivery of a future HIV intervention, examination of the
feasibility and acceptability of various modes of delivery of HIV prevention for
this population, and field testing of an HIV peer education model for SMI. The
study was guided by reference to social cognitive theory, the theory of gender and
power, and the leadership-focused model.

The study was conducted in four phases. Phase 1 included focus groups with
Latina SMlIs, family members of Latina SMIs, and key informants that aimed
to refine strategies to optimize the informed consent process, recruitment, and
retention of Latina SMIs during Phase 2. Phase 2 consisted of ethnographic
interviews, the administration of standardized instruments, up to 100 hours of
participant observation per participant, and key informant interviews. Interviews
and shadowing in the second phase took place in a variety of locations including
participant’s homes, nightclubs, clubs, churches, stores, and libraries. The third
phase examined through focus groups and interviews the acceptability and feasi-
bility of various potential prevention interventions for severely mentally
ill Latinas and will field-test an HIV peer education model for SMI. This
research was deemed critical to inform the later development of an HIV preven-
tion intervention trial to test the efficacy of an intervention that is culture and
gender sensitive to this high risk population.

Training

Interviews were conducted by one of several trained bilingual female ethnogra-
phers in English and/or Spanish. Ethnographers received training on questionnaire
administration, and on transcription and the conduct of interviews, both designed
to maximize privacy and confidentiality. The research team set guidelines for the
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protection of the study participants in accordance with the ethical principles found
in the Belmont Report, the Nuremberg Code, the Helsinki Declarations, and the
guidelines promulgated by the Council for International Organizations of Medical
Sciences (1991, 2002). Our study procedures were approved by the IRB.

The ethnographers sought to establish relationships with the research partici-
pants while simultaneously minimizing the amount of involvement and impact on
participants’ lives. Ethnographers learned how to gain the participants trust in
order to obtain very personal sensitive information while, to the extent possible,
avoiding answering personal questions (Broadhead, 1990). Acquiring this skill
was critical to the success of the ethnographer. Researchers suggest that ethnogra-
phers should make a conscious decision to go along with whatever role a partici-
pant may ascribe to them, be it sister, friend, or parent in order to relate on a level
that is most comfortable for the participant (Boynton, 2002).

Ethical Issues and Resolutions

Balancing Risks and Benefits

As indicated in the preceding chapter, the ethical principles of beneficence and
nonmaleficence require that the risks and benefits of study participation be
assessed and the risks of participation be minimized. What is rarely recognized,
however, is that a failure to attend to the risks to study staff may inadvertently
increase the risks faced by individuals participating in the study.

As an example, consider a situation in which a study team member is to shadow a
study participant while she is “on the stroll,” looking for a “date” for sex. If the study
team member appears uncomfortable or panics, the team member’s response could
inadvertently trigger an emotional response in others who are present, resulting in
violence. Consequently, it is critical that study team safety be considered, not only to
safeguard the study team members themselves, but also in the context of identifying
procedures to reduce participant risk.

Safety Issues

In order to address safety issues that might arise during the course of shadowing
and while conducting interviews, the research team created safety protocols for
fieldwork. These protocols evolved further as different situations arose. This evo-
lution is reflected in the strategies developed by team members while shadowing
Rosa (fictitious name).

The research team quickly determined that women who were currently using
illicit drugs posed greater challenges. Rosa (fictitious name) was one of the par-
ticipants with a dual diagnosis of mental illness and drug abuse (heroin/alcohol).
She had been arrested several times for solicitation and drug possession. She
lived alone in an apartment located on the second floor of a building that was
located in a neighborhood known for high drug activity and prostitution, as was
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the apartment building itself. The first few interviews with Rosa were without
incident. She was not using drugs and she told the ethnographers about warning
signs they could look for if she relapsed. “You see how I have all this jewelry on.
I have my house furnished. If I start using again this all end up at the pawn
shop.” By the third visit we indeed observed changes in Rosa’s physical appear-
ance as well as that of her apartment. Rosa did eventually relapse and the ethno-
graphers subsequently encountered instances of prostitution, violence, and
substance abuse, and were confronted by threats of theft, threatening neighbors,
and sexual advances by Rosa’s family members and friends.

It had been standard practice for the ethnographers to carry cell phones and
identification at all times and to leave their purses and brief cases at the office.
After Rosa’s relapse and a few such difficult encounters, the research team
decided to have two ethnographers shadow Rosa at all times. During this time
Rosa’s drug use increased as did her openness about her involvement in prostitu-
tion and theft.

Rosa said she likes the viejitos (older ones). I asked why and she said because they have
money and they are always flattered. She said she has slept with a guy for $200. I asked for
how long and she said five minutes. She started laughing and said she steals their wallets
while fucking them. We asked how and she said while she is rubbing their dick she turns
off the lights and takes their money with her other hand. I asked her if she has done that a
lot and she slapped her hands (laughing) and said plenty times. She said there’s no man
that uses her.

We briefly lost contact with Rosa. A month later the ethnographer was able to
track her down. “I asked her what had happened and she said the cops saw her
walking the street and arrested her for soliciting.” A recurring issue when inter-
viewing Rosa was sexual advances from her “dates.” Rosa was well-known in
the neighborhood for trading sex for money and drugs. Men who approached
Rosa would sometimes make advances towards the female ethnographers as
well. It was very important that we did not demonstrate noticeable awkward-
ness. The ethnographers’ state of mind is extremely important. If the ethnogra-
pher shows fear, the participant may become uncomfortable and it could turn
both the participant and the researcher into potential targets. (Kotarba, 1990;
Williams, 1992).

A man walked down the side walk and approached us. I asked Rosa if she knew him and
she said he lived in the apartments next door. He walked up to us and asked us which one
of us he can have. I looked at him and asked him what he meant. He said we were all
beautiful and he would not mind having us all. He introduced himself as Jamal. I told
him I was married and he said not to worry about it because it wasn’t my husband he was
trying to get with. Rosa smiled and told us he didn’t care if we had men at home.

Rosa began to report assaults by her neighbors and frequent drug busts by the
police. As the situation in her apartment building deteriorated, the research
team decided it would be in the best interest of the participant and the ethnogra-
phers to meet Rosa in public settings. We asked Rosa if it would be acceptable
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to meet at restaurants. She agreed as long as we picked her up from the apart-
ment building.

This visit was hard to document because Rosa speech was slurred. Her eyes were red and
I smell the alcohol on her. She moved around a lot and repeat things a lot. During this visit
Rosa told us she was now smoking crack everyday. It was after this visit that we decided
that it might be unsafe for us to be in the building with Rosa. Rosa disclosed that her
neighbors were using drugs and some were selling. At previous times when I had been
there, Jasmine (Rosa’s neighbor)(fictitious name) walked up to Rosa and asked for money.
Rosa is now asking us for money. We also decided it might be a good idea to shadow Rosa
outside the building and take her to places like Mickey D’s [local restaurant].

We continued to interview Rosa for one more year without incident. We followed
all safety protocols and continued to reporting any changes in the participant’s
situation.

Recommendations

The protocols developed by the research team to address researcher safety in the
field were formulated in reliance on the ethical principles that guide research
involving human participants. Feeling secure as ethnographers helped our partic-
ipants to feel more comfortable, less stressed, and potentially decreased their risk
as potential targets (Boynton, 2002). The safety protocols served a dual purpose:
keeping the ethnographer safe and protecting the participant. The participant
should not be signaled out by their peers because they brought in an outsider.

Specific Recommendations Include:

 Carry mobile phones at all times.

* Leave purses and other valuable items in the office during field visits.

* Wearing appropriate clothing for the setting in order to avoid undue attention
from onlookers.

* Always carry an emergency contact card with the Principal Investigator’s
contact information.

* When giving stipends, have only the exact dollar amount.

* Become familiar with the neighborhood and its residents.

* Be aware of space and surroundings during home visits. Immediately identify
exits in the room during all home visits.

e Partner with another researcher/ethnographer on the team to conduct visits with
participants who are aggressive and/or volatile.

* Always inform the research team of your whereabouts. A posted wall calendar
with researchers’/ethnographers’ schedule is encouraged.

* Have regular debriefing sessions with the study team regarding fieldwork
experiences.
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* Have the Project Coordinator conduct frequent checks-ins with ethnographers to
discuss potentially volatile situations or debrief field visits that are particularly
emotionally laden.

Conclusion

Ethnographic research is essential in gathering information that cannot easily be
gathered in a clinical setting. In conducting such research, ethnographers often
work on their own and engage in one -to-one relationships with participants. It is
essential that the ethnographer receive proper training on how to engage study
participants without overstepping boundaries. A critical aspect of safety in the
field is anticipating what dangers might be present to researchers so that they can
ameliorate or effectively manage them. Not all danger can be anticipated, but
many situations can be avoided or controlled by careful reflection prior to data
collection. (Sluka, 1990).

The issue of personal safety is rarely addressed as a methodological or an
ethical issue. There is relatively little discussion on how to minimize risk that
ethnographers may face in the field (Vanderstaay, 2005; Williams 1992), even
though a decrease in the risk to the ethnographers may also decrease risk to the
participants.
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Chapter 10

Behavioral Intervention Studies

The Design of Behavioral Intervention Studies

Like clinical trials, which are designed to examine the toxicology and efficacy of
an experimental drug or device (the intervention), behavioral intervention
studies examine the efficacy of an experimental behavioral therapy or treatment.
Accordingly, many of the ethical and design issues that are raised in the context
of clinical trials are also notable in the context of behavioral intervention stud-
ies. And, like clinical trials, behavioral intervention studies are structured
by phase.

Three stages of behavioral treatment research have been identified. Stage I
consists of an iterative process in which the investigator identifies clinical,
behavioral, affective, and cognitive scientific findings that are relevant to treat-
ment. New behavioral treatments are formulated or existing treatments are
modified based upon these findings. Then, principles and techniques of
the therapies must be operationalized and standardized in manuals. Finally,
these therapies must be pilot tested and refined (National Institute on Drug
Abuse, 20006).

Stage II of behavioral intervention studies are designed to assess the efficacy of
the intervention developed in Stage I, to examine the components of therapies, to
study the mechanism of action of efficacious therapies, to examine the dose-
response of therapies, to examine individual differences in responding to thera-
pies, and/or to replicate at additional sites efficacy studies with treatments that
have been found to have positive effects.

Stage III of behavioral intervention studies focus on one or more of several
issues:

* how an efficacious treatment can be utilized in community settings;

» the degree to which a behavioral intervention maintains its “potency” when it is
translated to a community setting; and

* how therapists and counselors in a community setting can be trained to adminis-
ter the intervention (National Institute on Drug Abuse, 2006).
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Ethical Issues

Behavioral intervention research may involve individuals who can be considered
to be vulnerable, such as mentally ill persons, children, etc. (Devries, DeBruin, and
Goodgame, 2004). To the extent that it does, the ethical issues that arise in the con-
text of behavioral intervention studies overlap with those that relate to cognitively
impaired research participants. And, because the design of behavioral intervention
studies often mirrors that of clinical trials, many of the ethical issues associated
with study design are similar to those we find in conjunction with clinical trials.

Informed Consent

It is presumed at the commencement of research studies that a prospective partici-
pant has capacity to consent unless there is a priori reason to believe that he or
she does not or that the capacity to consent may be limited in some way.
Decisionmaking ability in the context of participation in research requires that the
individual be able to understand basic study information, including the procedures
to be performed, the risks associated with participation, the potential benefits that
may inure to him- or herself or others, alternatives to study participation, the
difference between research interventions and established therapy, and their ability
to refuse to participate without suffering a penalty (Dresser, 2001).

Socioeconomic disadvantage, in particular, is believed to be “a critical con-
cern in the context of behavioral health research” (De Vries, DeBruin, and
Goodgame, 2004). This stems from existing inequitiies and lack of access to
income, housing, employment, and health care (National Bioethics Advisory
Commission, 2001).

The controversy concerning the enrollment of heroin-dependent or -addicted
persons into a behavioral intervention trial illustrates a number of ethical issues
related to informed consent that might arise, including issues relating to socio-
economic disadvantage. One writer has asserted that heroin addicts can never be
competent to consent to enrollment in trials to test the efficacy of prescription
heroin as a behavioral intervention to reduce HIV risk because they are obsessed
with the drug, they lack a stable set of values because of their addiction, whatever
values they espouse are no longer truly theirs due to the impact of their addiction
to heroin and, consequently, they cannot be accountable for any decision
(Charland, 2002).

This perspective, though, has met with harsh criticism for several reasons.
First, it presumes that all heroin addicts lack capacity to consent to participate
despite the general presumption at the commencement of research studies that a
prospective adult participant has capacity to consent, unless there is some reason
to believe that he or she does not have capacity or that capacity is limited in some
way (National Bioethics Advisory Commission, 1998). This position essentially
equates an inability or unwillingness to say “no” to a lack of capacity (Ling,
2002). This position also rests on a gross exaggeration of the impact of addic-
tion; the fact of a diagnosis of addiction or drug dependence is relevant to,
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but not determinative of, the issue of capacity (Hugh et al., 1994). Finally, a
determination that heroin-dependent persons could not be held responsible for
their decisions and their conduct in the research context due to their drug
dependence raises additional issues regarding their capacity in the clinical care
and criminal law contexts.

In contrast to this unequivocal view of heroin addicts as lacking a stable set of
values, another scholar has suggested that addicts are cognizant of the choices
available to them—participation in an unproven heroin prescription treatment
versus life on the streets supported through begging and criminal activity —and
that they are able to assess the extent to which each such choice is consistent with
their values to arrive at a decision (Perring, 2002). The use of needle exchange
programs, for instance, has established that injecting heroin-dependent persons
are, despite their addiction, able to weigh the risks and benefits of using such a
service in order to reduce potential health threats.

Nevertheless, heroin-dependent individuals are to be considered vulnerable
persons within the context of research. Vulnerable participants are those individ-
uals with “insufficient power, prowess, intelligence, resources, strength or other
needed attributes to protect their own interests through negotiations for informed
consent” (Levine, 1988). The ability of heroin addicts to protect their own inter-
ests may be temporarily diminished if they are undergoing the acute effects of
heroin use or of withdrawal, but the use of the drug has not been found to affect
attention or memory (Lundqvist, 2005). Indeed, the capacity to provide informed
consent may be understood as fluctuating, a phenomenon that has been recog-
nized in considering the enrollment of mentally ill persons in research (National
Bioethics Advisory Commission, 1998). As a group, heroin-addicted persons
may be disempowered due to poverty, imprisonment, and/or stigmatization. This
status does not, however, negate their ability to participate. Rather, it requires that
investigators develop protections to maximize the likelihood that prospective
participants have capacity to consent at the time that they are solicited for their
participation. A refusal to enroll any heroin-dependent person in such a trial
based on their membership in the class of heroin-dependent persons, absent an
individualized assessment of their capacity to consent, would contravene the
ethical principle of justice.

The issue of voluntariness may also arise in the context of informed consent to
participate in a behavioral intervention study. As an example, some might argue
that individuals who are addicted to a drug are incapable of giving consent volun-
tarily to participate in an intervention, such as an intervention trial to assess the
efficacy and/or feasibility of prescription heroin or needle exchange to reduce
HIV risk, specifically because of their addiction and the hold that their addiction
has over their behaviors. Others might assert, however, that the choice facing
heroin addicts is not whether to obtain heroin, but from whom (the dealer or the
clinical trial) and at what cost (life on the streets, privacy, and personal freedom,
risk of disease versus supervision and loss of privacy).
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Privacy and Confidentiality

Researchers may be obligated by state law to report various circumstances that
may be reported to them by participants, such as child abuse, sexual abuse, part-
ner abuse, elder abuse, and/or specified infectious diseases. They may also be
obligated to warn third parties if they believe that the third party is in immediate
danger of being harmed by the research participant. These issues are addressed in
great detail in chapter 9, which addresses observational studies, and will not be
repeated here. The case study by Gore-Felton and DiMarco, which follows this
chapter, illustrates well the issues that may face researchers in the context of
conducting a behavioral intervention trial.

Internet-based research, is increasingly utilized in behavioral intervention
studies. The CIOMS’ Special Ethical Considerations for Epidemiological Research
(2006) recognizes in commentary to Guideline 23 the diverse strategies for Internet
utilization in the context of research:

First, while collecting data, researchers may use the Internet to actually perform the
research itself (online research); visitors to sites may be enrolled as respondents and ques-
tionnaires may be made accessible through the Internet. In open Internet locations, investi-
gators may observe, as a source of data, what others are saying and doing without
necessarily interacting with other visitors to the site in question. Second, in building data-
bases, researchers may send files containing the results of their research to other
researchers. This is the case, for instance, in multi-centre trials. Finally, after completion of
the study, researchers may want to make some results available through the Internet.

These varied uses of the Internet raise unique ethical issues related to privacy
and confidentiality. Strategies to ensure online confidentiality include limiting
and/or encrypting e-mail communications, advising prospective participants of
the security limitations of the system (Childress and Asamen, 1998), and limiting
access to any back-up copies of the data (Council for International Organizations
of Medical Sciences, 2006).

Standard of Care

The controversy that exists in the context of clinical trials with respect to the
standard of care to be provided to participants randomized to the comparison
treatment also exists in the context of behavioral intervention research. To illus-
trate this issue, assume that a behavioral intervention trial wishes to assess the
efficacy of a behavioral intervention to reduce the incidence of HIV infection
within a specific community. The experimental group is to receive a full-blown
intervention. What should the comparison group receive? Pamphlets describing
HIV transmission and basic prevention strategies? A time-matched intervention
to teach employability skills? Wait listing for the experimental intervention?
Nothing, because that is what the community in question currently receives?
A failure to provide an appropriate comparison “treatment” in the context of
such behavioral research means that investigators will watch as individuals
become HIV-infected. Clearly, utilization of a comparison intervention that may
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reduce risky behavior and the incidence of infection renders the analysis more
complex. However, failure to do so may well be violative of the principles of
beneficence and nonmaleficence.

Issues also relate to the choice of the intervention to be provided to the experi-
mental group. Must this intervention be “evidence-based”? Whatever the decision,
it must be remembered that “[w]hether it is a drug to behavioural intervention, the
ethical argument for randomized trials rests on ‘equipoise’—that is, genuine
uncertainty that the intervention will actually result in more good than harm”
(Stephenson, 1999).

The background standard of care available in a community may also be rele-
vant to the conduct of behavioral intervention research. As an example, consider
the issues involved in conducting an intervention trial deigned to reduce HIV
transmission. As a component of participation, participants are provided with free
periodic HIV and STI screening and are provided appropriate treatment for their
infections. If such care is not available and/or easily accessible within the com-
munity from which the participants are drawn, a dual standard of care within the
community will result (Shapiro and Benatar, 2005). This higher standard of care
associated with participation in the trial may be perceived as coercive, may not be
sustainable following the conclusion of the research, and may diminish the level
of care available in the larger community due to the employment of community
health providers as part of the research team. Although it has been argued that the
principles of justice and beneficence require demand that researchers work to
improve the broader standard of care available in the community, and identify
mechanisms to sustain the improvement (Shapiro and Benatar, 2005), such goals
may be difficult to achieve in view of limited resources, funding restrictions, and
political considerations.

Ethical Issues in a Community Setting

As indicated above, the implementation of behavioral intervention studies
often requires the active involvement of community, for instance, in evaluating
the acceptability and/or effectiveness of the intervention in a community setting.
Accordingly, in considering both the design and the ethical issues that are
involved in a community-focused behavioral intervention study, the researcher
must consider not only the individual participants, but also the community as a
whole. These ethical issues include:

* Obtaining informed consent from the community and the individual participants

* The acceptability of the intervention for the various categories of stakeholders
such as consumers, family members, community members, insurers, etc.

* Ownership and control of the research and the research results

* The relevance of the outcomes to the goals of the community and the individual
participants

* Potential mechanisms to ensure the sustainability of the intervention following
the completion of the research (Giesbrecht and Ferris, 1993; Hohmann and
Shear, 2002).
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Each of these is considered in more detail below as they relate to the four
basic ethical principles of respect for persons, beneficence, nonmaleficence, and
distributive justice.

Obtaining Informed Consent

Recall that the principle of respect for persons encompasses the two compo-
nents of autonomy and protections for vulnerable persons. In turn, autonomy is
reflected in the requirement of informed consent. In a community context, the
operationalization of this requirement may mean that the informed consent of
the community will be required in addition to the informed consent of each
individual participant. This potentiality is noted in the various guidelines gov-
erning research that have been promulgated by the Council of International
Organizations for Medical Sciences (2002, 2006). A draft of CIOMS’ Special
Ethical Considerations for Epidemiological Research, provides in commentary
to Guideline 4:

Community review of and permission for studies. Investigators carrying out biomedical
research often include a process of consultation with representatives of the community
in which it is proposed to conduct the study, particularly when the research originates
outside that community or even the country in which the community is located. Such
consultation can taken the form of a “dialogue” with the community about the proposed
study and its potential implications, or a more structured consultation that would docu-
ment the concerns of a socially identifiable group. In some cases, formal approval may
be legally required; for example, under US law, a Native American tribal council must
formally approve any research conducted within tribal jurisdiction. In industry-based
occupational epidemiology, the agreement and collaboration of employers and employ-
ees is a necessary requisite to the conduct of a study. Epidemiologists should follow
in general the same approach when developing field investigations, especially when
research findings may be presented or interpreted in ways that directly relate to a
community or other identifiable group of people or in which the collectivity itself is the
unit of analysis. Those consulted should be in a position to speak on behalf of the
community or to reflect its views; researchers should have adequate time and resources
to discern how the study population is organized socially and politically and which
groups can best speak with authority for the population. Care should, of course, be taken
to ensure that those consulted include all relevant groups and do not exclude, for
instance, women or members of minority groups.

Similar issues arise in the context of a cluster randomized trial. For instance,
school districts might be randomized to receive a particular HIV prevention inter-
vention. Potentially, some of the children within a particular district might receive
the intervention and may or may not be afforded an opportunity to decline partic-
ipation. In such instances, it is important that their parents receive information
about the study. The scope of authority of the individual(s) providing consent for
the study to proceed must encompass the authority to give consent to proceed
with such research (Council for International Organizations of the Medical
Sciences, 2006).
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Ownership and Control of the Research and the Research Results

It is possible that the dissemin