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EXECUTIVE SUMMARY

Mental Disorders and Research Participation

Mental disorders cause great suffering and often stigmatize those stricken with
them. In the pagt, little could be done to ameliorate the symptoms of such disorders,
but in recent years there have been some striking successes, and there is now renewed
optimism within the medical community about promising new approaches to treating
many of them. Asaresult, biomedical and behavioral research involving persons with
mental disordersisan increasingly important field of scientific investigation.

Because of this renewed hope, the National Bioethics Advisory Commission
(NBAC) anticipates that increasing numbers of persons with mental disorderswill be
recruited as subjectsin important research protocols that, by their very nature, present
some potential for both benefit and harm to the human participants. Disclosing these
benefits and potential harms through an informed consent process, and reviewing the
scientific validity and importance of the proposed research protocols by Institutional
Review Boards (IRBs), have been the principal methods of protecting human subjects
from unwarranted and unnecessary harm.

NBAC does not presumethat it is merely the presence of mental disorders that
renders persons incapable of making informed decisions to participate in research
protocols. Indeed, it would be wrong to refer to all persons with mental disordersasif
they belonged to a singular group collectively incapable of deciding about participation
in research or to imply that only individuals with mental disorders lack decisionmaking
capacity to participate in research. Different mental disorders affect decision making
in different ways, at different times. It is the effect such conditions can have on their
capacity to give valid informed consent that makes their participation in research such
adelicate issue. Examples might be the subject’ s feeling of dependence on caregivers

and ingtitutions, or hislimited financial resources and social support. Such variables
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raise important and complex ethical concerns about the special vulnerability of
persons with mental disorders and, therefore, the quality of their consent to participate
in research protocols. We recognizes the need to address these concerns fully in order
to ensure both the appropriate protection of this population and the continued viability

of the kind of research that of necessity requires the participation of these individuals.

The Role of the National Bioethics Advisory Commission (NBAC)

There have been previous efforts to extend special additional regulatory
protections to persons with mental disorders, but they have not been fully successful.
The National Commission for the Protection of Human Subjects of Biomedical and
Behavioral Research (hereinafter referred to asthe National Commission), which
studied the issue from 1974 to 1978, proposed regulations for persons
"ingtitutionalized as mentally infirm." Although these proposals were never adopted,
scholars and others concerned with the welfare of this population continue to examine
their applicability. The National Bioethics Advisory Commission (NBAC) is studying
those issues as part of its overall mission to advise both the National Science and
Technology Council, chaired by the President, and other government entities on
appropriate policies, guidelines, and other instruments addressing the bioethical issues
arising from research on human biology and behavior.!

NBAC is examining these concerns not only because of the special needs of
these human subjects—including the need for more research—but al so because of
several highly publicized incidents of research involving this population that brought
the issues sharply into focus. In an effort to broaden and deepen its understanding,

NBAC commissioned several papers and heard testimony from individuals who

*Executive Order 12975, Sec 4(a)(1).
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represent various perspectives: patients, family members, members of advocacy
organizations, scientific investigators, and federal officials.

During the nearly two decades in which current federal regulations regarding
the protection of human subjects have been in place, important scientific research
concerning disordersthat affect this population has continued and expanded. NBAC
acknowledges that important opportunities to develop new therapies from biomedical
and behavioral science research will continue to emerge. Its challenge, then, is both to
sustain the acquisition of new knowledge and the devel opment of new therapies arising
from continued research, and to ensure absol utely the protection of those who
participate in such research from unwarranted harm. NBAC is not an investigatory
body and therefore did not try to reach an independent conclusion about the extent to
which persons with mental disorders may currently undergo risk in particular research
protocols. Nevertheless, it has concluded that the absence of specific, additional
protections in the federal regulations for persons with mental disordersin research is
significant, especially in light of the requirements that have long applied to persons

from other potentially vulnerable groups.

Assessing Risks

Informed consent isacritical, necessary prerequisite to ethical research with
human subjects, but it is not the only one. Since no one should be exposed to risk or
even inconvenienceif a scientific project is poorly designed, a second crucial el ement
of ethical research with human subjectsis prior review and approval of each protocol
by the multidisciplinary group of scientists, clinicians, and lay persons known as an
Institutional Review Board (IRB). Each board’'s primary purpose is to assess the
quality of the protocol design, the validity of the informed consent process, and the

ability of theinvestigatorsto carry out the study.
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Under current regulations, |RBs already have considerabl e discretionary
authority to impose various requirements on research projects (including protections
beyond those required by existing federal regulations). It is not known how often IRBs
exercise thisauthority. Sincethereisalack of specific guidance in the current
regulations, the extent to which the special needs of persons with mental disorders are
Independently assessed as the processes of mobilizing and conducting a research
protocol are carried out islimited.

Anocther factor in evaluating research risks with this population is the extent to
which a subject’s particular mental disorder may make him more vulnerable to harm
than that which other subjects in the same study might sustain. An example might be
his waxing and waning ability to comprehend the need to be subjected to certain
procedures, or his capacity for understanding that specific aspects of the protocol may
actually provoke the symptoms of his disorder, however briefly. Given that different
mental disorders can manifest unique symptoms, all investigators must ensure that the
subject's participation remains voluntary throughout the research process and that the
risks continue to be reasonable in light of the potential direct benefits to the subject.

The Recommendations

To ensure that the rights and welfare of persons with mental disorders who
participate in research are fully protected, and that research involving such persons
meets the ethical standards that the American people should expect of scientific
investigations, NBAC recommends several measures. new federal regulations,
guidance for Institutional Review Boards and the organizations that support them;
suggestions for state legidation; proposals for educating health care professionals;
projected research to expand our capacity to assess the decisionmaking ability of
potential human subjects; and new measures designed to enhance Common Rule

protections while alowing important research to continue.
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NBAC also recommends that IRB memberships be composed of persons who
(2) arefamiliar with the issues that may arise in research involving this popul ation, and
(2) are particularly knowledgeabl e about the population in question. In addition, it is
critical for investigatorsto explain more fully in their proposed protocols why they
have chosen their particular study design, why involving persons with mental disorders
IS necessary, how each subject’s capacity to consent to research will be assessed, and
how the investigators have evaluated the risks to subjects in the study. We recommend
that any dissent prospective subjects may express be respected, no matter what their
decisionmaking capacities. If a subject is deemed incapable of deciding whether to
participate at all, he should be so informed.

In research that offers potential direct benefit but may al so present greater-than-
minimal risk, persons with mental disorders capable of giving informed consent may
participate. In such cases, however, contingency plans should exist if subjects|ose
their capacity during the study. If they are not capable of giving informed consent at
all, alegally authorized representative may give permission, provided the subject does
not appear to dissent when informed.

In research that is not potentially beneficial to the subject and that presents
greater-than-minimal risk to the subject, personswith mental disorders may participate
only if they have given informed consent, including consent given as part of an
advance planning process. In addition, we recommend the research be permissible
only when alegally authorized representative is identified who, with the help of an
independent health care advisor, can make decisions about continuing or stopping a
subject’ s participation in research. Therole of the independent health care advisor, in
turn, isto counsd the potential subject and/or the legally authorized representative
about whether the subject’ s entrance into or continuation within a study is appropriate.

We recommend that family members be digible to serve as legally authorized
representatives and urge the states to consider legidation to this effect. We also
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suggest that research ingtitutions introduce internal audit and disclosure mechanisms
for their IRBsin order to open the IRB deliberations process to public scrutiny, and to
provide the institutions with the information that will alow them to modify their
policies and proceduresto be in compliance with federal regulations and to meet their
own objectives. We further recommend that the Federal Government use external
audit and disclosure procedures. Finally, we urge the National Institutes of Health
(NIH) to support studies to find the best ways to assess the capacity of personswith
mental disorders to make thoughtful decisions about participating in research, and to

ensure that participation by such subjects continues to be informed and voluntary.
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Chapter One: RESEARCH INVOLVING PERSONSWITH MENTAL DISORDERS
THAT MAY AFFECT DECISIONMAKING CAPACITY

Overview: The Purpose of This Report

A wide variety of important research studies using human subjects? haslong
played an essential and irreplaceablerole in advancing biomedical and behavioral
science, thus enhancing our ability to treat illness and understand human behavior
more successfully. In recent decades, however, researchers and commentators alike
have been increasingly sensitive to the ethical issues associated with such research
studies, especially asthey concern the welfare of the subjects. As aresult,
governmental regulations, enhanced professional guiddines, and various institutional-
based mechanisms have been established in countries around the world to help ensure
that such studies meet appropriate ethical standards to protect human subjects (who
may include the clinical investigator’ s patients) and clarify under what circumstances
they may be placed at risk in any research aimed at understanding and alleviating
disease. The two most fundamental measures are expert review of protocols to ensure
their scientific validity and importance as well astheir ethical acceptahility, and the
informed consent of human subjects.

Although special protections have been provided for certain populations that are
regarded as particularly vulnerable and unable to give meaningful informed consent to

thelr participation in research protocols,? persons with mental disorders who may, asa

?In this report NBAC refers to persons on whom research interventions are performed (including participants who
serve as members of a “control group” in clinical studies) as “subjects,” consistent with the language in current
federal regulations. Since the report aso concernsitsalf with individuals who are not now (but might be) research
subjects, it will generally refer to “persons’ when discussing these individuals.

%45 C.F.R. 46, Subparts B, C, and D (June 18, 1991) provides special protections pertaining to research involving
the following vulnerable populations: fetuses, pregnant women, prisoners, and children. Other potentially
vulnerabl e subjects, whose decisionmaking capacity may be compromised by such factors as trauma (e.g., head
injury) or physical illness (e.g., cancer or sepsis) will not be considered in this Report. Asageneral rule, consent
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consequence of their disease, have impaired capacity to make decisions have not
received any additional special protectionsin regulations. Alison Wichman has noted
that, while existing human subjects regulations broadly address the need to protect
individuals with diminished autonomy, specifically “ where some or all of the subjects
arelikely to be vulnerable to coercion or undue influence, such as children, prisoners,
pregnant women, mentally disabled persons, or economically or educationally
disadvantaged persons,”4 little additional practical guidanceis provided regarding
vulnerable subjects who are not already covered by existing regulation.” Mental
disorders—which can be heartbreakingly burdensome for victims and their families
and frustrating for the professionals who try to treat them—have in recent years been
the object of research studies that have produced not only important and clinically
relevant scientific findings but also a certain amount of public controversy,
governmental sanctions, and even lawsuits (see the further discussion in Chapter
Two). Ironically, however, current U.S. regulations designed to ensure the ethical
treatment of these human research subjects with mental disorders provide no special
guidance for IRBs and investigators.

In itsfinal report, the Advisory Committee on Human Radiation Experiments
(ACHRE), based on its own empirical studies, noted its concern about "serious
deficiencies in some parts of the current system for the protection of the rights and
interests of human subjects."® As part of its work, ACHRE reviewed 125 research
proposals involving human subjects and ionizing radiation approved and funded in
fiscal years 1990 through 1993, and found that almost half of these studiesinvolving

for research into their disease (e.g., cancer or sepsis) cannot be obtained from persons who lack the capacity for
such autonomous consent.

“45 CFR 46.111(b).

®Alison Wichman, “Protecting Vulnerable Subjects: Practical Realities of Institutional Review Board Review and
Approval,” Journal of Health Care Law and Policy, Vol. 1, No. 1, 1998, pp. 92-93, emphasis added.

®Advisory Committee on Human Radiation Experiments, New Y ork: Oxford University Press, 1995, p. 510,
hereinafter ACHRE.

10
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greater-than-minimal risk raised “serious or moderate concerns.”” Among the recent
research protocols reviewed by the Advisory Committee that led to this expression of
concern were some involving persons at risk for impaired decisionmaking capacity.
Indeed, one of the three examples of controversial unresolved issues in the ethics of
research was research on adults with questionabl e decisionmaking capacity that offers
them no prospect of benefit but involves unpleasant procedures and exposes them to
greater than minimal risk of harm.? ACHRE also surveyed hundreds of people who
wereill but who retained decisionmaking capacity and were currently participating in
clinical trias, concluding that many of them were not aware of important and relevant
elements of the research.? Considering the special complexities of research involving
those whose decisional capacity may be affected by mental disorders, ACHRE's
concerns must be at least as strongly applied.

AsNBAC's predecessor, ACHRE provided a basis for further consideration of
suitable conditions for involving in research those persons whose decisional capacity
might beimpaired. However, the deliberations that produced NBAC' s report were not
stimulated by a perceived crisisin the participation of persons from this population in
clinical studies, but by the recognition of substantial confusion about the principles
and procedures that should govern such research. While we heard powerful testimony
from members of the public and the professions at NBAC meetings, and received
materials and information describing the strengths and weaknesses of the system of
human subjects protection, NBAC did not rely on these as evidence of the need to “fix
abroken system.” We were informed by thisinput, and grateful for it, but our rationale

was not “criss management”; rather, it was a prospective and constructive approach to

"ACHRE, p. 456. These concerns related principally to the quality and content of consent forms, but also included
other issues such asthelevd of risk, scientific merit, and recruitment strategies.
8ACHRE, p. 456.

°Id., pp. 459-481.

11
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closing one of the possible gaps perceived to exist in human subjects research
protection.10

Confusion has been evident in several legal cases and in widespread public
discussion of the appropriate role of this population in research. One well-publicized
and often misunderstood incident which was brought to the public’ s attention was the
suicide, well after the completion of a research protocol, of aformer subject in a
“washout” study at the University of Californiaat Los Angeles. This particular case
led to an investigation by the Office for Protection from Research Risks (OPRR).1! In
addition, a number of organizations and government agencies, both in the United
States™**** and abroad,***"*® have recently considered the matter and offered
recommendations. In addition, numerous scholarly papers have also appeared in the

|ast several years addressing various aspects of the topic,'92072223242526272829 |y qym,

19Childress, JF. The National Bioethics Advisory Commission: Bridging the Gaps in Human Subjects Research
Protection. Journal of Health Care Law and Policy, Val. 1, No. 1, 1998, pp: 105-122.

HOffice for Protection from Research Risks, “Evaluation of Human Subject Protectionsin Schizophrenia Research
Conducted by the University of California, Los Angeles’ (1994).

2National Institutes of Health Panel Report, Research Involving Individuals with Questionable Capacity to
Consent: Ethical Issues and Practical Considerations for Ingtitutional Review Boards, February 27, 1998

30ffice of the Maryland Attorney General. Final Report of the Attorney General’ s Research Working Group,
1998.

“The New Y ork Department of Health Working Group.

Council of Europe. Convention on Human Rights and Medicine, November 1996.

®United Kingdom. The Law Commission. Mental Incapacity: Item 9 of the Fourth Programme of Law Reform:
Mentally Incapacitated Adults, London, England, House of Commons, 1995.

CIOMS, Guidelines on Research Involving Human Subject, 1993.

8Canada. Tri-Council Working Group. Code of Ethical Conduct for Research Involving Humans, Ottawa, Ontario.
June 1998.

®Marson D.C., Ingram K.K., Cody H.A., Harrell L.E., “ Assessing the competency of patients with Alzheimer’s
disease under different legal standards.” Archives of Neurology 52:949-954 (1995).

% Stanley B., Guido J., Stanley M., Shortell D., “The elderly patient and informed consent.” Journal of the
American Medical Association 252:1302-1306 (1984).

ZDeRenzo, E. The Ethics of Involving Psychiatrically Impaired Persons in Research, IRB, Nov.-Dec. 1994.
ZJohn C. Fletcher & Alison Whitman, A New Consent Policy for Research with Impaired Human Subjects, 23
Psychopharmacology BULL. 382 (1987).

#Berg J, Karlinsky H, and Lowy F (eds.) Alzheimer’s Disease Research: Ethical and Legal Issues (Toronto:
Carswell, 1991).

2K eyserlingk, et al., Proposed Guidelines for the Participation of Persons With Dementia as Research Subjects, 38
Perspect. Biol. Med. 319 (1995).

%ghamoo, A. and Keay, T.J. “Ethical Concerns About Relapse Studies,” Cambridge Quarterly of Healthcare Ethics
5:373-386 (1996).

12
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acritical mass was developing, and it afforded NBAC the opportunity to review and
consider theseissuesin the context of its responsibility to advise the President through
the National Science and Technology Council.

Further, we anticipate that many new, potentially useful therapies for treating
the relevant disorders will be developed over the next few years. The prospect of
increasing numbers of research protocols, with the attendant potential increasein the
number of persons with impaired decisionmaking capacity in these kinds of studies,
makesit al the more important to clarify the ethical framework for such research.
NBAC was also mindful of worries that have been expressed about the ability of IRBs
at some large research centers to actually monitor, as necessary, approved research
proposals.

Therefore, NBAC's recommendations concerning research involving persons
with mental disordersthat may have impaired decisionmaking capacity are not in
responseto a“crisis,” but are an effort to articulate appropriate conditions under
which these studies should take place.

In thisreport, NBAC will consider how ethically acceptabl e research can be
conducted using human subjects who suffer from mental disorders that may affect
their decisionmaking capacity, whether in fact additional protections are needed, and,
if so, what they should be and how they should be implemented. In addition, this
report provides an opportunity for investigators, IRB members, persons with mental
disorders and their families, and the general public to become better informed about

the goals of research and the appropriate protections for the human subjects involved.

%Appelbaum P.S., Grisso T., “Capacities of hospitalized, medically ill patients to consent to

treatment.” Psychosomatics 38:119-125, (1997).

“Bonnie R., “Research With Cognitively Impaired Subjects,” Arch. Gen. Psych. 54:105, 107 (1997)

% Jonathan D. Moreno, “Regulation of Research on the Decisionally Impaired: History and Gaps in the Current
Regulatory System,” which was presented at the conference “ Conducting Research on the Decisionally Impaired,”
University of Maryland School of Law, May 28, 1997.

» Berg.

13
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Research Involving Persons with Mental Disorders that May Affect Decisonmaking

Capacity
Persons with mental disorders are not, of course, uniquein being at risk for loss

of decisionmaking capacity. Accident and trauma victims, highly medicated patients,
and many people who are severdly ill may be significantly less capable of making
decisions than would be the case in other circumstances. Indeed, a comprehensive list
of individuals whose decision making may be compromised or placed in question
includes children, comatose patients, critically ill patients, institutionalized individuals,
prisoners, people lacking certain language skills, persons with certain mental disorders,
persons with brain disorders (e.g., stroke), and others.> While we recognize that many
of the issues and concerns that we will raisein thisreport (and indeed many of the
recommended protections we are advocating) could be applied to all personswith
guestionable or diminished capacity, we are not yet confident that this analysis would
hold up. Given the limited knowledge which exists about the ability to assess capacity
to participate in research (as opposed to the ability to assess capacity to designate a
financial power of attorney, to designate durable power of attorney for clinical
decisions, or to write awill), we are principally focusing our attention on those who
may be primarily considered for research protocols because it istheir particular mental
disorder that is being studied. We recognize, however, that it will be difficult to
consistently fit diseases or conditions within particular linguistic categories,
particularly in areas such as psychiatry and neurology in which the boundaries of
investigation are moving faster than the development of new labels, a difficulty that
has been noted by the American Psychiatric Association in its Diagnostic and
Satistical Manual of Mental Disorders:

Although this volumeistitled the Diagnostic and Satistical Manual of

wichman, op. cit. p. 104.

14
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Mental Disorders, the term mental disorder unfortunately implies a
distinction between “ mental” disordersand “physical” disordersthat isa
reductionistic anachronism of mind/body dualism. A compelling

literature documents that there is much “physical” in “ mental” disorders

and much “ mental” in “physical” disorders. The problem raised by the

term “ mental” disorders has been much clearer than its solution, and,

unfortunately, the term persistsin thetitle of DSM-IV because we have

not found an appropriate substitute. **

Moreover, although this manual provides a classification of mental
disorders, it must be admitted that no definition adequately specifies

precise boundaries for the concept of “ mental disorder.” The concept of

mental disorder, like many other conceptsin medicine and science, lacks

aconsistent operational definition that coversall situations.
For thisreason, we intend this report to focus principally on research involving
persons with mental disorders, but recognize and encourage its use by others seeking
guidance for conducting research on other persons whose decisionmaking capacity
may be impaired by their condition.

We are mindful of the concern that could arise from our focus on individuals
who are members of a group (personswith certain disorders) rather than on persons
who share a common functional characteristic (questionable decision making)—this
focus could raise the specter of equating mental disorder with incapacity and thus
potentially stigmatize these individuals. We share this concern. We recognize that not
all persons with mental disorders haveimpaired decisionmaking capacities or, among
those who do have them, that these impairments necessarily compromise the

individuals decisionmaking abilities about research participation. Our intention is not

¥ American Psychiatric Association, Diagnostic and Statistical Manual of Mental Disorders, p. xxi, hereinafter
DSM-IV.

15



© 00 N oo o0 b~ W N PP

N N N N N DN R R R R R R R R
g & W N P O © 0 N o o0 b W N P O

to label persons—our intention isto describe and explain a set of appropriate concerns
regarding research involving certain persons and to propose ways to ensure that both
appropriate protection and important science proceeds. Indeed, thisisthe basis for the
DSM-IV. The measures to protect these individuals are designed for those who are
vulnerable when they are vulnerable to intended or unintended coercion and
exploitation; but we fully appreciate that these measures can only be successful when
they do not, as a consequence, discriminate against those persons who may have a
mental disorder, but who do not now, or who may never have decisional impairment of
the kind that would limit their ability to decide whether or not to participatein
research. The persons about whom this report is especially concerned are those who
may be considered for research protocols becauseit istheir particular mental disorder
that is being studied.

To assume that a diagnosis of a mental disorder impliesthat itsvictimis
incapable of informed consent in deciding whether to participate in aresearch protocol
isprgudicia and incorrect. Such adiagnosisis smply one among many factors that
may trigger an assessment of decisionmaking capacity, an assessment that may in turn
conclude that a particular person with such a disorder either lacks or fully retains the
capacity to make an informed decision about participating in research.

Clearly, special difficulties arise in designing ethically acceptable research
protocol s that involve human subjects with mental disorders whose decisionmaking
capacity and, therefore, their ability to give informed consent may be impaired. Such
medical conditions can complicate efforts to respect the rights of human subjects
involved in aresearch project, especially when the research design is such that the
subjects themselves will receive no direct benefits.32 Problemsin determining the

presence or absence of appropriate decisionmaking capacity, however, are only one

#For example, some drug research isintended only to determine at what dosage the medication under study will
cause a person to becomeill, or how rapidly the drug is excreted from the body.

16
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sort of difficulty in conducting ethically acceptabl e research involving persons with
mental disorders.

Many of the conditions underlying impaired decision making are the sort of
conditions that manifest themsel vesin behaviors that make prospective subjects hard
to understand and often cause discomfort in others. Asaresult, persons with these
diseases have often been stigmatized, and efforts to improve their medical treatment
frequently have been marginalized. Moreover, those who are hospitalized in
psychiatric units are especially vulnerable by virtue of the special dynamics of that
environment. Asisthe casefor other potential research participants, confusion about
the goals of an intervention can easily be created when the physician caring for the
patient is also a researcher who may wish to enlist him or her into a research protocol.
Finally, because mechanisms for funding appropriate treatment of these diseases are
often serioudy wanting, this population also may be especially vulnerable asits
members often do not have adequate access, for financial and other reasons, to health
care outside the research context.33 Despite all this, many of the diseases from which
this population suffers badly require further study, since currently there are too few
satisfactory treatments.

Medical science has recently made great strides in understanding the underlying
biological and chemical processes that are associated with the mental disorders that
affect millions of Americans. Moreover, the future research agenda in this area looks
very promising. As aresult, issues regarding the appropriate design of research
protocol s involving persons with disorders that may affect decisionmaking capacity are
likely to become more prominent in the near future. The great needs of this population
represent a significant opportunity for the pharmaceutical industry to devel op effective

%The barriers to access to appropriate care can be financial or a variety of other factors (e.g. lack of knowledge,
denial, lack of qualified providers, etc.). These barriers may be particularly acute if the initial onset of the disorder
occurs before an individual is attached to some social support mechanism.

17
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new medications and for medical research centers and all those dedicated to helping
those with these disorders to expand both their understanding of the origins of these
disorders and their capacity to develop better treatments. In the United States, the
increasingly important interactions among private industry, government, academia and
other research ingtitutions present a favorable atmosphere for scientific devel opment,
but they also present a challengeto create a regulatory framework that can protect
individuals while allowing appropriate research and product devel opment to flourish.

The combination of these and other factors creates a new imperative that calls
for special attention from the professions and those institutions that engage in research
involving persons who may have decisionmaking impairments. For a variety of reasons
that will be described in this report, previous efforts to establish specific protections
for persons with uncertain decisionmaking capacity have largdly failed, although some
researchers and institutions have taken important and responsibleinitiativesin this
area. Recently the DHHS Office of Inspector General issued areport describing such
innovative practices,3* but these addressed IRB review generally, not the review of
protocol s involving vulnerable populationsin particular. Overall, however, efforts
have been hampered either by longstanding inimical social attitudes toward persons
with uncertain decisionmaking capacity and alack of consensus regarding how the
appropriate protections should be structured. Nevertheless, we have an important and
continuing obligation to address these issues more effectively for the sake of those
who are directly affected by them, so that we can ensure that important research can
be encouraged under appropriate conditions and that eventually treatment of these
important disorders can be improved.

Several tensions are inherent in the current discourse on these issues. On the

one hand, those who suffer from these disorders, and those who care about them,

#Department of Health and Human Services, Office of the Inspector General, “Institutional Review Boards:
Promising Approaches’ (Washington, DC: DHHS, 1998).

18
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desperately want medical scienceto find ways to improve their conditions. On the
other hand, thereis disagreement about how this can be done without exploiting those
with mental disorders who participatein research protocols, thus causing them still
greater suffering.3® Aswe elaborate in this chapter, several factors combine to make
some persons with mental disorders especially vulnerable: they may haveimpaired
capacity to consent due to the condition being studied; they are often dependent for
care upon researchers who may also be their physicians, many mental disorders
remain resistant to available therapies; and persons with mental disorderstend,
principally as aresult of the disorder itself, to be more economically disadvantaged
than other adults. We believe, however, that despite these tensions and special factors,
much can be done to ameliorate the apparent conflict between the impetus to continue
promising lines of research and the ethical imperative to support the dignity and well-
being of research subjects.

One way of expressing this dilemma, familiar in academic writings on the ethics
of research with human subjects, is as a conflict between the ethical requirement for
adequate protection against research risks and the understandable desire to develop
additional methods for treating a particular disorder. At the sasmetime, calls either for
greater protection of human subjects from research risks or more research about
particular disorders are often generated by an underlying concern unrelated to the
particulars of any research protocols—a problem, for example, arising from the
perception that insufficient attention is being paid to the emotional needs of persons
within the clinical setting.

Another complicating factor in efforts to protect human research subjectsisthe
unclear boundary between research and what is often called “innovative treatment.”

The latter category isintended to suggest that medical intervention is not undertaken

%ghamoo, A.E. (ed.), Ethicsin Neurobiological Research with Human Subjects (Amsterdam: Gordon and Breach
Publishers, 1997).
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as part of a scientific study but israther an attempt to treat an individual patient who
has not responded to standard therapy. For example, a patient whose physician
recommends an “ off-label " 36 trial of a medication approved for other useisnot, with
respect to federal regulation, a research subject unless the physician isengaged in the
systematic collection of data about this use of the drug. In thiskind of clinical
situation, certain existing regulatory requirements for ethically sound research, such as
prior review of the procedure by an Ingtitutional Review Board, do not apply.
Nevertheless, the usual requirement that the treating physician obtain informed
consent for any intended treatment does apply, and the patient, or the patient’slegally
authorized representative, should be informed about, and consent to, the innovative
nature of the procedure that is to be attempted.

In addition, because access to health care for patients with mental disordersis
so limited, the “benefits’ of being aresearch subject may easily be exaggerated when
in fact clinical studies often are not only uncertain in their potential benefits, but may
actually be designed to investigate issues that do not relate to the subject’s current
therapeutic needs. Further, the patient’ s understandabl e interest in access to promising
experimental drugs or devices should not distract from the need to ensure that
physicians are aware of new therapies that have already been recognized as safe and
effective that should be incorporated into the treatment of their patients, and the need

not to expose patients to unwanted risks.

Values that Should Guide Research

Protecting human subjects from harm in research is not incompatible with
pursuing important research goal's; one does not have to be compromised to

accommodate the other. More than three decades of continual improvement in the

%physicians who are licensed to practice medicine are permitted to prescribe medications for therapeutic purposes
other than those for which the medication has been tested and approved for manufacture and sale.
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design of research protocol s have evolved from the underlying philosophy that

regul atory frameworks are established to ensure that human subjectsin biomedical and
behavioral research protocols are treated with respect. Over time, researchers have
refined their understanding of what it means to respect human subjectsinvolved in
research protocols, and thisreport is partly an effort to share that knowledge with the
public.

The purpose of medical research isto understand, prevent, and treat disease,
and our society is deeply committed to continuing these efforts. We acknowledge that
in the pursuit of clinically relevant knowledge, there is often no substitute for a human
subject, and thisis certainly true of the study of diseases like depression or delusional
states that manifest themselves partly by altering human subjectivity or by impairing
cognitive functioning.

If human beings must become research subjectsin order for important questions
to be answered, their respectful treatment begins with the scientific quality of the
research itsalf. Soundnessin design is a sine qua non for ethical research involving
human subjects. It has long been recognized that unless the researcher is a competent
investigator and the research design is sound, it isinappropriate to attempt to engage
persons as research subjects, regardless of the level of risk.

Even with the best research designs, however, research protocols can rardly
eliminate all risks. The American people need to understand that despite these
measures, aslong as research is conducted involving human beings, thereisa
possibility that subjects will be harmed or wronged despite best efforts to protect
them. Thus, in addition to any individual motivations, anyone who serves as a subject
in aresearch protocol isengaged in aform of public service that may involverisk and
for which there may be no direct or tangible personal reward. The unavoidable € ement
of risk has mandated protections for all research subjects, and clearly such protections

must never be less stringent for research subjects whose ability to be fully informed
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and to freely consent islacking or in doubt than it isfor others. This proposition is
already well recognized in the case of pediatric research.3

Of course, all persons suffering from an iliness are at risk for impaired decision
making due to physiologic and psychologic stress. Health care professionals (including
researchers) must improve their understanding of these factorsin illness, and health
care institutions must improve their methods of dealing with them so that all patients
decisionmaking abilities can be respected and promoted. Indeed, s mply having an
illness can impair on€e' s decision making. Studiesindicate, for example, that those who
areill aregenerally less able to view their situation and alternatives as objectively as
those who are well .28 But thisis a different issue from that presented by those whose
diseases or treatments have a direct and primary effect on the impairment of abilities
which are critical for making decisions, such as memory, analytical capacities, and
emotional equilibrium.

Finally, because freedom from all risk cannot be guaranteed, and because those
who have specific impairmentsin their decisionmaking ability do not have the same
opportunity to determine the extent of their research involvement as do others, care
must be taken not to succumb to any temptations to target members of this population
for research when their participation is unnecessary. In particular, this population
should never shoulder all the risks and burdens of a scientific project when the
benefits are expected to flow to other segments of the popul ation overwhelmingly. We
continue to take seriously the relevance of the principle of distributive justice
described by the National Commission for the Protection of Human Subjects of
Biomedical and Behavioral Research in the Belmont Report:

Justice is relevant to the selection of subjects of research at two levels:

the social and theindividual. Individual justice in the selection of

3745 C.F.R. 46, Subpart D, 1991.
*Eric Cassdl, unpublished data, May 1998.
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subjects would require that researchers exhibit fairness: thus they should

not offer potentially beneficial research only to some patientswho arein

their favor or select only “undesirable” personsfor risky research. Social

justice requires that distinction be drawn between classes of subjects that

ought, and ought not, to participate in any particular kind of research,

based on the ability of members of that class to bear the burdens and on

the appropriateness of placing further burdens on already burdened

persons.”

Some of our recommendeations, therefore, are specifically designed to ensure that
persons with mental disorders that may affect decisionmaking capacity are not
exploited.

In thisreport, our views about respect for persons, beneficence, and justice are
squarely in the tradition established by the National Commission, and are no lessvalid
today than they were nearly 20 years ago. Y et research has changed, including the way
in which it is conducted, its funding sources, and, in many instances, its complexity.
And despite the National Commission’simportant work, those with mental disorders
are not yet specifically recognized by any set of guidelinesin current federal
regulations. It is, therefore, time to elaborate on the foundation laid by the National
Commission, other thoughtful observers, and the current regulations treating research

involving persons with mental disorders.

The Nature of Mental Disorders That May Affect Decisionmaking Capacity

Whilethere are a variety of mental disordersthat can affect decisionmaking
capacity, personswith mental disorders are not necessarily decisionally impaired,

much less decisionally incapable. Rather, any evidence that places a person’s

#National Commission, The Belmont Report: Ethical Principles and Guidelines for the Protection of Human
Subjects of Biomedical and Behavioral Research. p, 7
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decisionmaking ability into question should trigger a clinical assessment to determine
whether or not his or her decisionmaking capacity from one perspective or another is
impaired. Any disorder that alters mentation may adversdly affect decisionmaking
ability. When such adisorder is present in an early or mild phase, the resulting
impairment may not affect a research subject’s consent to participate, although extra
care in theinformed consent process may be required. More advanced or severe forms
of adisorder, however, may render the subject incapable of a thoughtful (protective of
on€ sinterests) and independent choice. Thus, identifying of a potential subject’s
disorder that may impair mentation does not obviate the need for an individualized
assessment of that person’s actual decisionmaking ability.

A relatively small body of research has documented the effects of various
disorders on decisionmaking capacity per se, but thisis supplemented in many cases
by data on cognitive functioning in general and by a good deal of clinical experience
with these populations. The following are just some of the disordersin which

decisionmaking capacity may be affected, although thislist is by no means exhaustive.

Dementia

Dementias are characterized by multiple cognitive deficits, most prominently
impairment of memory. The best known of these conditionsis dementia of the
Alzheimer’stype, a progressive disorder whose cause is presently unknown, the
incidence of which increases with age—from 2 to 4% in the population over 65 years
old to 20% or morein persons over 85 years old.4 Dementias may also be caused by
vascular infarcts of the brain, head trauma, HIV infection, and neurol ogical

conditions—such as Parkinson’s disease and Huntington’s disease.

“°American Psychiatric Association, Diagnostic and Statistical Manual of Mental Disorder (4th ed.) [DSM-1V]
(Washington DC: APA, 1994).
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The study of decisionmaking impairment in persons with dementia has focused
on Alzheimer’ s disease. Even patients with mild Alzheimer’s disease may evidence
enough deficits in understanding relevant information and reasoning to call their
capacities into question, although the choices they make about treatment and research
may not differ at this point from those of nonimpaired populations. As dementia
progresses from the mild to the moderate stage, however, the range and magnitude of
deficits expand, and persons may fail even the simplest tests of decisionmaking
capacity.4! The co-occurrence of other disorders, such asdelirium or depression, may

exacerbate the impact of dementia on the ability to make decisions.

Delirium

Like dementia, delirium involves aterationsin cognition, but usually evolves
over hours or days. Disturbances of consciousness and attention are prominent.
Delirium is often caused by systemic medical conditions, side effects of medications,
intoxication with or withdrawal from psychoactive agents or toxins.42 Studies
demonstrating high rates of decisional impairment in severdly ill, hospitalized patients
are probably detecting the effects of delirium secondary to the underlying conditions
and, in some cases, to the treatments being administered.43 In contrast, other work
suggests that serious medical illness does not directly impair brain function, even when
it resultsin hospitalization, and is not likely, by itsdlf, to result in limitations on

decisonmaking abilities.#

“"Marson D.C., Ingram K.K., Cody H.A., Harrell L.E., “ Assessing the competency of patients with Alzheimer’s
disease under different legal standards.” Archives of Neurology 52:949-954 (1995). Stanley B., Guido J., Stanley
M., Shortell D., “The elderly patient and informed consent.” Journal of the American Medical Association
252:1302-1306 (1984).

“2American Psychiatric Association, DSM-IV, op. cit.

*3Cohen L.M., McCue J.D., Green G.M., “ Do dlinical and formal assessment of the capacity of patientsin the
intensive care unit to make decisions agree?’ Archives of Internal Medicine 153:2481-2485 (1993).
“Appelbaum P.S., Grisso T., “Capacities of hospitalized, medically ill patients to consent to

treatment.” Psychosomatics 38:119-125, (1997).
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Schizophrenia

Schizophreniais a severe psychiatric disorder marked by delusions,
hallucinations, disorganized speech or behavior, and diminished affect and initiative. A
variety of cognitive dysfunctions, including several related to processing information,
have been associated with the disorder. Its onset typically occursin early adulthood
and, although its courseis variable, symptoms often wax and wane, with the result that
functional impairment fluctuates over time.4s Many of its manifestations can be
reduced with antipsychotic medication, but residual symptoms are frequent and
relapse is not uncommon.

Asmany as one-half of acutely hospitalized patients with schizophrenia may
have substantially impaired decisionmaking abilities, including difficultiesin
understanding, appreciation, and reasoning.4 Since many of these impairments appear
to be related to active symptoms, the prevalence of reduced capacity is likely to be
lower among outpatient groups.4” Lack of insight into the presence of illness and need
for treatment is common among persons with schizophrenia.# This may makeit
especially difficult for them to anticipate the consequences of their decisions on

participation in research asthey relate to the risk of future relapse.

Depression
Symptoms of major depression include depressed mood; feelings of

worthlessness; diminished interest and pleasure in most activities; changesin appetite,

“>American Psychiatric Association, DSM-IV, op. cit.

“Grisso T., Appelbaum P.S. “The MacArthur Treatment Competence Study, 111: Abilities of patients to consent to
psychiatric and medical treatments.” Law and Human Behavior 19:149-174 (1995).

*"Rosenfeld B., Turkheimer E., Gardner W. “ Decision making in a schizophrenic population.” Law and Human
Behavior 16:651-662 (1992).

“Amador X.F., Strauss D.H., Yale SA., Gorman JM. “ Awareness of illness in schizophrenia.” Schizophrenia
Bulletin 17:113-132 (1991).
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deep patterns, and energy levels; and difficultiesin concentration.4 Cognitive
impairments may exist in information processing® and reasoning,5! among other
functions. Less clear isthe extent to which these consequences of depression impede
decision making. It has been suggested that decreased motivation to protect their
interests may reduce depressed patients' abilities to make decisions>2 or to alter the
nature of those decisions.5? One study suggested that hospitalized depressed patients
may manifest decisionmaking problems roughly half as often as patients with
schizophrenia—that is, in about one-quarter of cases. But it is likely that the degree
of impairment relatesto the intensity of depressive symptoms, and thus will vary

across popul ations.

Some Other Disorders

Although less subject to formal study in the context of consent to treatment or
research, thereis good reason to believe that the capacity of persons with mental
disorders to participate in research may, at some time, beimpaired. Mental
retardation, affecting asit does arange of cognitive abilities, ismore likely to impair
capacities as severity increases. Bipolar disorder resultsin aternating states of
depression and mania, the latter comprising elevated mood, increased impulsivity, and
reduced attention, among other features; manic patients are known to make poor
decisions about money and personal affairs, and it is probable that this deficit extends

into research decision making for some subset of this group. Other psychotic disorders

“9American Psychiatric Association, DSM-IV, op. cit.

“Hartlarge S., Alloy L.B., Vazquez C., Dykman B. “ Automatic and effortful processing in depression.”
Psychological Bulletin 113:247-278 (1993).

*'Baker J.E., Channon S. “Reasoning in depression: impairment on a concept discrimination learning task.”
Cognition and Emotion 9:579-597 (1995).

*2E|liott C. “Caring about risks: are severely depressed patients competent to consent to research?’ Archives of
General Psychiatry 54:113-116, (1997).

3LeeM.A., Ganzini L. “ Depression in the dderly: effect on patient attitudes toward life-sustaining therapy.”
Journal of the American Geriatric Society 40:983-988, (1992).

**Grisso and Appelbaum, op. cit.
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invol ve some of the symptoms seen in schizophrenia, including delusions and
hallucinations, and may have some of the same consequences for decision making.
Substance abuse disorders, for example, including use of alcohol and illegal drugs,
result in states of intoxication and withdrawal that resemble delirium in their effectson
attention, cognition, other mental functions, and, consequently, decision making.
There also can be some decisional impairments associated with drug abuse and
addiction outside the circumstances of intoxication and certain forms of withdrawal.
However, it isimportant to emphasi ze that the diagnosis of substance abuse disorders

does not imply that decisionmaking capacity isimpaired.

Informed Consent and Decisional | mpairments

The ability or capacity to consent in a fully informed manner to being aresearch
subject iscritical to an individual’s participation as a human subject in an ethical
research protocol. In one well-respected analysis of informed consent by Faden and
Beauchamp, competence to consent performs a gatekeeping function in which
“competence judgments function to distinguish persons from whom consent should be
solicited from those from whom consent need not or should not be solicited.”*® Every
effort must be made, therefore, to engage the prospective subject in the informed
consent process as much as his or her ability to participate in that process permits.
Thustheindividual who is able to understand the purpose, risks, and possible benefits
of the study must have all the relevant information one would need to make an
informed decision about being a subject. Thereis also an affirmative obligation to help
those with less ahility to be fully informed about the research to understand the
relevant information before they may be enrolled. The National Commission described
thisobligation as part of the principle of respect for persons. “Respect for persons

**Faden RR and Beauchamp TL. A History and Theory of Informed Consent. New Y ork: Oxford, 1986, p. 288.
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incorporates at least two ethical convictions; first, that individuals should be treated as
autonomous agents, and second, that persons with diminished autonomy are entitled to
protection.”® It is generally agreed, however, that those who lack the ability to decide
in an informed manner about participating in aresearch protocol may only be included
under certain conditions. Among these conditions are an inability to conduct the
research with subjects whose capacity to make decisionsis not impaired, and a
reasonable level of risk in light of potential benefits and protections invol ved.

An ethically justifiable system of clinical research will need to take into account
the wide variations in the conditions that may affect the decisionmaking capacity of
potential human subjects. It isimportant not to confuse the fact that decisionmaking
ability islimited for many peoplein diverse ways. Appreciating and recognizing this
diversity will help in the design of ethically sensitive recruitment and consent
procedures and research protocols.

There are at least four types of limitationsin decisionmaking ability that need to
be taken into account in planning and conducting research with this population. First,
persons with fluctuating capacity have what is often called waxing and waning ability
to make decisions, asin schizophrenia, manic-depressive disorders, and some
dementias. Second, persons whose decisionmaking deficits can be predicted due to the
course of their disease or the nature of a treatment, but who are still capable, have
prospective incapacity; those who suffer from early stages of Alzheimer’s disease fall
into this category. Third, most personswith limited capacity arein some way ableto
object or assent, as in the case of more advanced Alzheimer’s. Fourth, personswho
have lost the ability to make nearly any decision that involves any significant degree of
reflection are decisionally incapable, asin the later stages of Alzheimer’s and

profound dementia.

*National Commission, The Belmont Report, p. 4.
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These four sorts of decisional limitations— fluctuating, prospective, limited,
and complete—provide an initial framework both for the different ways the problem of
decisionmaking capacity can manifest itself and for the design of appropriate
protections.5” Among those whose capacity fluctuates or islimited, one cannot easily
pinpoint the precise nature of a decisional disability from these groupings. Some
disorders entail limitations on decisionmaking ability that are subtle and hard to
identify, and even individuals who fit within a particular diagnostic category may
exhibit their decisionmaking limitationsin different ways.

The situation is further complicated by the fact that two or more of these four
categories often apply to the same individual in the course of a disease. Thus someone
in the early stages of Alzheimer’ s disease may have prospective incapacity, then
experience very subtle decisionmaking limitations or have fluctuating capacity, and
progressto incapacity. It istherefore critical that researchers who work with personsin
this population be familiar with the ways that decisionmaking impairments manifest
themselves, and that appropriate mechanisms be designed to maximize the subject’s
ability either to participate in the decision to enter or continue a study, or to choose not
to enrall. In Chapter Six of thisreport, our recommendations suggest certain
mechanisms.

In addition, there are circumstantial factors that affect decisionmaking capacity.
All of usfeel more empowered and in control in some social situationsthan wedoin
others. Similarly, some persons with mental disorders may be more or less capable of
making their own decisions depending on circumstances. For example, some
individuals may feel more empowered in dealing with certain health care professionals
or family members, and less so in dealing with others; or they may be more effective

in expressing their wishes at home than in an institution, or the reverse. Such insights

*"These categories do not apply to children, whose decisional limitations are developmentally appropriate and
which are not aresult or symptom of an illness.
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can be critical in helping the individual achieve as high a degree of self-determination
aspossible.

Finally, thereisabasic difficulty central to deliberations on research involving
the decisionally impaired: our society has not decided what degree of impairment
counts as alack of decisionmaking capacity. Although there are certain clear cases of
those who are fully capable and those who are wholly incapabl e, persons with
fluctuating or limited capacity present serious problems of assessment. When can
those whose capacity is uncertain in these senses be said to be able to decide about
participating in research? In a society that treasures personal freedom and centersits
political system on theintegrity and value of each individual, this question goesto the

very heart of our culture and must therefore be treated with utmost caution.

Other Additional Ethical Issuesin Research with Persons with Mental Disorders

Research involving persons with mental disorders must take into account ethical
Issues beyond those having to do with informed consent, for there are other issues of

special relevance to this population. Some of these are briefly described bel ow.

Limitations on Drug Devel opment

Currently, illnesses associated with decisional impairments often involve testing
at amore primitive stage of drug development than is usually the casein
pharmaceutical research, because animal models often cannot yield appropriate data

for diseases with psychological or cognitive symptoms as for other diseases.

Subjective Experience of Disorders
While all individuals experience their illnesses personally and subjectively, the
subjective experience of some persons with mental disorderswill pose additional

challenges. In someinstances, the perception that they are at greater risk of harm than
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isactually present may be a result of confusion or other manifestations of their
disorder. This subjective perception isno lessreal, and therefore no less important to
take account of, than the subjective perception of pain from a physical injury, but it
may reguire researchersto factor moreindividualized judgmentsinto their projections

of risk and benefit than may be the case for researchersin other fields.

Problemsin Mental Health Care

Mental health care has a checkered history characterized by periods of patient
neglect, abuse, supertition, and stigmatization. Sadly, some of these historic trends
can be found even in our own time and among relatively prosperous societies. The
outward symptoms of some mental disorders, and the fact that many stricken
individuals are difficult to treat, still make people uncomfortable. In addition, some
primary health care professionals are relatively unfamiliar with the signs of these
ilInesses or the best treatment that is available for them. Some individualsin these
groups are hard to work with in the research setting. For these reasons and others, both
clinical care and research in these diseases often have taken a back seat to disorders

perceived asmore “ medical” in nature.

Accessto Care

Anocther factor that affects research and therapy on illnesses associated with
decisional impairmentsisthat financial resources for treating many of these conditions
continue to suffer compared to other diseases. Both public and private insurance
policies often fail to provide adequate support for the kinds of intervention that may be
required. This problem is further aggravated by the disadvantaged economic situation
of many persons with mental disorders, since many may have trouble completing
education and training programs or in securing or retaining employment due to their

symptoms. As aresult, they are often not well connected to social support networks,
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especialy if the onset of the disorder occurs early in life. For all these reasons, thereis
a significant association between mental illness and poverty. According to a study
published in 1992, 21 percent of adults with serious mental illnessfall below the
poverty threshold, as compared with 9 percent of the general adult population.s8 As
many as half of homeless Americans are said to be suffering from schizophrenia.s®
Moreover, the widespread lack of understanding regarding the nature and implications
of these disorders itself serves independently of financial issuesasabarrier to
appropriate care. In any case, without adequate access to mental health services and
other social supports and lacking in financial resources, these people and their families
may fedl that their participation in aresearch protocol presents arare opportunity for
treatment. Their hope can thus easily overwhelm their understanding of the various
risks and the sometimes remote likelihood of direct benefit, even among those who are
not decisionally impaired. Researchers and investigators must scrupulously avoid
taking advantage of people who might expect therapeutic effects from their research

participation.

Formal and Informal Caregiving

We have already observed that while those who struggle with diseases that
impair their decisionmaking abilities are much like the rest of us when we areill and
vulnerable, in other respects they may be more vulnerable. For example, having
enrolled in a study with a reasonable understanding of the possibility of benefit, those
struggling with psychiatric disease can more easily feel dependent on the research
institution and study personnel, thus devel oping afear of being released from the study

and losing all of their professional support. Asis so often the case, “voluntariness’ is

*®Barker, P.R., et al., “Serious Mental |lIness and Disability in the Adult Household Population: United States,
1989,” U.S. Department of Health and Human Services (Ronald W. Manderscheid and Mary Anne Sonnenschein,
eds.), Mental Health, United States, 1992 (Washington, D.C.: U.S. Government Printing Office, 1992).

*Wyden, P., Conquering Schizophrenia (New Y ork: Alfred A. Knopf, 1998).
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easier to require in regulations and guidelines, but much harder to guaranteein real life
Stuations,

In the blizzard of legal considerations and moral subtletiesthat swirl around the
involvement of decisionally impaired personsin research, it is easy to lose sight of the
role of informal caregiverslike family and friends. NBAC was moved by the testimony
of those who, though often bearing witness to other matters, also sent a powerful
message of commitment over many years to loved ones struggling with the
consequences of debilitating diseases. Two issues are of particular relevance: the
problem of providing care, given other limited resources; and the moreimplicit
problem of the sharing of information about patients-subjects.

Aswe noted above, our health care system has familiar inadequacies regarding
access to health care, especially in continuity of care, the appropriate treatment of
those with chronic disease, long-term care, and rehabilitation. It must also be noted, of
course, that the complex relationships that exist within familiesin which one member
isidentified as a having a mental disorder are not always harmonious. As one public
comment noted: “ The innately complex nature of thisfield isillustrated by the fact
that there may be varying alliances depending upon theindividual situation of either
patient with family, patient with professional, patient with scientist, or any other
configuration of these groups.”® Even families of patients may function as allies or
adversaries. One particular example of this problem isthe way in which information is
shared with family members. Families commonly complain that certain mental health
professionalsfail to include them as members of the team caring for the patient. In the

words of Commissioner Patricia Backlar, “currently mental health providersrarely

Herbert Pardes, Columbia University, July 31, 1998
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share relevant information with theinformal caregiver, nor do they ask familiesfor
information germane to treatment or legal decisions.”®*

To be sure, communication with informal caregivers raisesimportant issues of
individual autonomy and patient confidentiality, but bioethical theory hasrarely been
sensitive to the underlying interpersonal support mechanisms of family and close
friends that are often so important to those with long-term illness. On the contrary,
much theorizing has worked against recognizing and involving othersin the process of
establishing an ethical research process. Thecritical role of self-determination in
human subjects research should by no means be undermined or minimized. But within
the autonomy-based framework of our society’ s regulatory philosophy, there should
also be a place for the actual roles of those with important ongoing caregiving
responsibilities to the potential subject.®” Where they exist, these important social
support networks must be integrated in a more satisfactory fashion into the regulatory
framework of research with those who are decisionally impaired far more actively and
sengitively than has been done before. NBAC appreciates thisissue, and discusses
more fully in Chapter Four its recommendations for recognizing the important role of

families and othersin decision making about research participation.

The Possibility of Direct Benefit

Many research studies do not offer any reasonably expected and/or direct
prospect of direct benefit to the human subjects involved. Such studies may be
necessary because not enough is known about the way a drug or device will function in
human beings, or because the research is not designed to study direct therapeutic
benefit to the subjects but rather to study the subjects’ reactions (e.g., modeling the

®*Backlar, P., “Ethicsin Community Mental Health Care: Confidentiality and Common Sense,” Community
Mental Health Journal 32(6):517 (1996).

*?Howell JH. and Sale W.F. (eds.), Life Choices: A Hastings Center Introduction to Bioethics (Washington DC:
Georgetown University Press, 1995).
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dynamics of the disease) to particular stimuli or how the drug or device will affect a
human host. In these cases, the hopeisthat the knowledge gained will eventually lead
to better treatments. While an individual may benefit from being closaly assessed or
monitored by the study team, that benefit is not produced by the medication or
mechanism being studied.

Many studies do include drugs or procedures that have the prospect of potential
benefit to subjects. However, it isnot possible for researchers to know whether an
intervention would be better for the subject than doing nothing (which often occursin
a placebo control study), or whether the subject would benefit most from the currently
available standard treatment. Indeed, if researchers were certain of the outcome, there
would be no justification for doing the research in the first place. Nevertheless, even
when there isjustifiable uncertainty about which treatment produces better results
(when the relevant medical and scientific community is said to bein clinical
“equipoise’e3), the investigator should have some reason to believe that the study
might benefit some subjects, asindicated by animal experiments or devel oping
scientific knowledge or both, if it isto be presented as having potential therapeutic
benefit. The nature of clinical research, however, isthat investigators cannot predict
with absolute certainty that a particular study will benefit a particular person, or even
predict that it will benefit any subject.

Interest in access to potentially beneficial experimental treatment is not, of
course, limited to persons with conditions that may be directly related to
decisionmaking impairments. Anyone who suffers from a disease for which thereis no
adequate recognized treatment may wish to participatein aclinical trial. Thereis
always the danger, therefore, that the desire for a treatment may overwhelm the ability
to assess the likelihood of benefit or to balance the risks and potential benefits from

®3Freedman, B. “Equipoise and the Ethics of Clinical Research.” New England Journal of Medicine 141:317
(1987).
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the drug or device being studied. The situation is further complicated when the
primary caregiver is also the researcher. This*therapeutic misconception”s4 may be
especially intense for those whose decision making isimpaired. Because many clinical
trials are not primarily therapeutic opportunities, patient-subjects who are not fully
informed about the differences between research and therapy may fedl betrayed or
abandoned when their study participation comes to an end.

The Promise of Research on Mental Disorders

Mental disordersthat may render persons decisionally impaired account for an
enormous amount of illness and human and economic costs. Of the 10 leading causes
of disability in the world, according to a recent World Health Organization report, 5
were psychiatric conditions: unipolar depression, alcohol use, bipolar affective
disorder, schizophrenia, and obsessive-compulsive disorder.ss It has been estimated
that direct and indirect costs of mental illness and substance abuse in the United States
totaled more than $313 billion dollarsin 1990.66 Alzheimer’s disease now afflicts
approximately 4 million peoplein this country and, with the number of persons over
65 years of age expected to double by the year 2030, the resulting morbidity can be
expected to grow proportionately.

Given the scope of these disorders, when treatments can be identified that could
mitigate their impact the human, social, and economic benefits are enormous. For
example, since 1970, the cumulative savings to the U.S. economy from the
introduction of lithium as a treatment for bipolar disorder is estimated at $145 billion.

Furthermore, no dollar figure can be put on the benefits to patients and families spared

% Appelbaum, P., et al., “False hopes and best data: consent to research and the therapeutic misconception.”
Hastings Center Report 17(2):20-4 (April 1987).

®World Health Organization, The Global Burden of Disease ( Cambridge, MA: Harvard University Press, 1997).
®National Institutes of Health. Disease-specific estimates of direct and indirect costs of illness and NIH support.
Report to Congress, 1997 Update. April 1997.
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the anguish of manic and depressive episodes, which often tear apart the fabric of
family life and social relationships. Similarly, the introduction of clozapine for
treatment of schizophrenia has been estimated to have yielded savings of $1.4 billion
per year since 1990.67 Thus, every incentive exists to improve our understanding of
disorders affecting brain function and to develop more effective treatments for them.

Most research on these conditions falls into two broad categories: studies aimed
at elucidating the underlying pathophysiol ogic bases of the disorders, and studies
intended to develop or test new treatments for them. Among the most powerful
approaches to examining basic aspects of brain function and dysfunction are new
techniques that allow imaging of the working brain. Positron emission tomography
(PET), functional magnetic resonanceimaging (MRI), single photon emission
computer tomography (SPECT), and related devices facilitate identification of the
anatomic location of brain areas involved in cognitive and affective functions.ss
Comparisons of normal and afflicted populations permit localization of regions
affected by the disease process. These techniques also allow monitoring of the effects
of treatment regimens at the level of the brain.

Currently, medications are the primary focus of treatment-oriented research.
Development of new medications is being facilitated, for example, by studies of brain
neurotransmitter receptors, which allow new molecules to be created that have the
desired therapeutic effects with minimal side effects. More innovative approaches that
are dill in very early and specul ative development include insertion of new genesto

correct identified defects underlying brain disorders (gene therapy), and use of

" Testimony of Steven Hyman, Director, National Institute of Mental Health, U.S. Senate Appropriations
Subcommittee Hearings, 1997. Meltzer H.Y ., ColaP., Way L., Thompson P.A., et al, “ Cost effectiveness of
clozapine in neurol eptic-resistant schizophrenia.” American Journal of Psychiatry 150:1630-1638 (1993).
®Andreasen N.C., O’'Leary D.S., Arndt S. “ Neuroimaging and clinical neuroscience: basic issues and principles.”
Oldham JM., RibaM.B., Tasman A. (eds.), American Psychiatric Press Review of Psychiatry, Vol. 12
(Washington, DC: American Psychiatric Press, 1993).

®Baxter L.R., Schwartz J.M., Bergman K.S., et al., “Caudate glucose metabolic rate changes with both drug and
behavior therapy for obsessive-compulsive disorder.” Archives of General Psychiatry 49:681-689 (1992).
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immunologic therapies, like the recent successful inoculation of rats against the
psychostimulant effects of cocaine.”

Some basic research (e.g., on brain receptor mechanisms) can be conducted
with animals rather than with humans. But when disease processes themselves are
under study, the absence of animal models for most psychiatric and neurologic
syndromes means that research on both the underlying dynamics of disease and on
promising treatments must involve human subjects. Moreover, unlessresearch isto be
limited to the mildest forms of the disorders, some persons whose decisionmaking
capacities may beimpaired are likely to be required in important protocols. From this
reality flows the central dilemma of designing appropriate protections for persons with
mental disorders who participate in such research protocols: respect for personsis
always paramount, but in this context the protection of subjects from harm must be
balanced against the potential for benefit that may arise from their participation and, to

some more limited extent, potential benefits for other persons with their disorders.

The Ethics of Study Design

Thereis cons derable commentary on the ethical prerequisites for research

involving human subjects, and much of it is represented in the Nuremberg Code and
subsequent professional, national, and international codes and guidelines for research.
These considerations include whether the importance of the study is great enough to
justify the potential harmsto which human subjects are exposed, and whether thereis
any other reasonably effective way to obtain information that would reduce the level

of risk entailed to the subjectsinvolved. Aswell, thereis awidely accepted view in the
ethics of human subjects research, particularly since World War 11, that some

knowledge may have to be sacrificed if the coststo individual subjects are too great.

Carrera MR, Ashley J, Parsons LH, Wirshing P, Koob GR, Janda KD. Suppression of psychoactive effects of
cocaine by active immunization. Nature 378:727-730, 1995.
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Clearly, those who conduct research with human beings have aresponsihility to
design studies which are both scientifically and ethically sound. Nonetheless, in some
contexts, scientific and ethical considerations are not always seen as jointly necessary
features of high-quality research design. For example, textbooks on research methods
and clinical trialsrarely integrate ethical guidance with scientific guidance.” At the
same time, many granting and regulatory groups recognize that ethical research must
meet the requirements of scientific validity and importance and that scientific
investigations using human subjects must be conducted according to ethical principles.
The shorthand expression “good scienceis a prerequisite for good ethics’ isahepful
reminder,”2 but may not capture al of the nuances of what is morally required for
designing of high-quality research involving human subjects. Freedman helpfully
captured the essence of this problem when he argued that scientific validity and
scientific value are among the important requirements for ethical research.” While all
research should be expected to meet these requirements, studies that involve
vulnerabl e persons would seem to require particular attention to these requirements.
Deciding which design will best answer the research question, what procedures will be
used, which subjects will be studied, are all questionsthat require both scientific and
ethical justifications. Philosophers of science have long pointed out that even the
selection of one hypothesis over another has moral implications, insofar asthere are
opportunity costs associated with this choice. Further, the decision to pursue some
hypotheses, and the experimental design that accompanies that decision, can have

direct moral consequences.

"sutherland H.J., Meslin E.M.,, Till JE., “ What's missing from current clinical trials guidelines? A framework for
integrating ethics, science and community context.” Journal of Clinical Ethics 5(4): 297-303 (Winter 1994).
"Rutstein, D., Human experimentation, A Guided Step into the Unknown, W.A. Silverman (ed.) (Oxford: Oxford
University Press, 1986).

"Freedman B., “Scientific value and validity as ethical requirements for research: a proposed explication.” IRB: A
Review of Human Subjects Research 9:7-10 (1987).
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As has been the case for research with other populations, one of the
controversial aspects of research involving persons with mental disorders concernsthe
ethical acceptability of the basic designs of some studies. There are, for example,
significant concernsin some quarters regarding study designs that use drugs to
stimulate behavioral or physiological manifestations of the disease under study. The
term “challenge study” refersto a general category of psychologic and pharmacologic
provocations.” Miller and Rosenstein list among these provocations injection of
intravenous amphetamine, inhalation of carbon dioxide, and presentation of a phobic
stimulus. The principal scientific rationale for conducting psychiatric symptom-
provoking studiesis “to learn more about the underlying pathophysiol ogical
mechanisms responsible for the symptomatic expression of psychiatricillnesses.”7s In
these “challenge’ or “symptom-provocation” studies, the goal is to generate these
disease manifestationsin a controlled setting so that they can be more fully understood
and so that future appropriate interventions can be designed, attempted, and eval uated.

Challenge studies raise several ethical issues, and NBAC has heard testimony
on this subject by members of the public, scientists, and others on several occasions.
Two concerns have emerged, both from the literature and from public testimony. The
first concern iswhether it is possible to obtain informed consent to participatein a
study designed to provoke symptoms. The second concern is whether the relationship
between risks and potential benefits can ever justify enrolling individualsin such
studies when the protocol s include intentionally inducing what would otherwise be
considered harmful.

Another study design that has generated a good deal of concern and debate
entails a period without the medication that a patient has been prescribed for
therapeutic purposes, a so-called “drug holiday.” Sometimes also called * washout”

"Miller and Rosenstein, 1997, p. 403
"Miller and Rosenstein, 1997, p. 404
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studies, this design often seeksto return the individual to a medication-free “ baseline’
state so that behavior can be assessed or new drugs introduced without the
confounding factor of other substances already in the person’s system. In other
protocols of this type a beneficial drug may be withdrawn for purposes of determining,
for example, the appropriate length of the drug therapy. Of particular concern are
washout studies in which treatment is suddenly or very rapidly withdrawn. Given that
existing regulations require that subjects be informed of the consequences of their
decision to withdraw from the study, and what the procedures are for the orderly
termination of a study,” it is appropriate to draw attention to thisissue. Often the
washout and challenge approaches are combined in a single study.

Finally, no study design has led to more discussion than the use of placebo
controls.”” Usually conducted in a“blinded” fashion so that neither the subject nor the
investigator knows which agent is active and which is placebo, ethical placebo studies
require that subjects understand that they will not necessarily receive the experimental
intervention. Asin the other study designs mentioned, there will be special ethical
concerns for persons whose decisionmaking capacity is fluctuating or absent at the
time of study enrollment since the idea of a nontreatment arm of a study may not be a
familiar one. Moreover, as noted above, the tendency to construe all “ medical”
interventions as therapeutic may especially affect persons whose cognitive processes
areimpaired and who are particularly dependent upon physicians and medical
institutions.

Given that ethical guidelines and regulations are designed for use by IRBs, it is

not surprising that, when reviewed in detail, their focus tends to be on the requirement

45 CFR 46.116(b)(4).

""Addington D. “The use of placebos in clinical trials for acute schizophrenia.” Canadian Journal of Psychiatry
40:171-176 (1995). Rothman, K.J., Michels K.B. “The continued unethical use of placebo controls.” New England
Journal of Medicine 331:394-398 (1994).
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that there be scientific merit in the proposals.”® As noted previously, however, both
scientific and ethical merit are jointly necessary for conducting human subject
research. “ Washout” studies, “challenge’ studies, and placebo-controlled studies done
with subjects who are the focus of this report require special attention to appropriate
ethical constraints, both from IRB members and from researchers who work with
persons with mental disorders.

The Responsibilities of Clinical Investigators

Theclinical investigator isthe key player in our research system with respect to
the protection of human subjects. Indeed, unless the individual clinical investigator
under stands their ethical responsibilities, no regulatory systemwill function properly.
Many of the central issuesin this report—standards for decisionmaking capacity,
assessment of risks of harms and potential benefits, techniques for improving informed
consent, recognition of the involvement of family members and friends—turn on the
integrity, compassion, ability to conduct high-quality science, and professionalism of
the research physician. No matter how many regulations are put in place or guidelines
written, and regardless of the intensity of scrutiny by IRBs or other authorities, there
can be no substitute for the ongoing commitment by researchers and institutions to
ethically appropriate behavior throughout the research process. Thisistrue not only
astheresearch project is planned and protocol s are devel oped, but throughout the
trials themsel ves.

Thereisno right to conduct research with human subjects. It isa privilege
conferred on those individuals who are prepared to undergo rigorous scrutiny of their
proposed studies and ongoing research trials. Nevertheless, it is also commonplace
that medical scientists are under enormous pressure to find treatments for diseases that

cause much suffering. Under these conditions, the privilege of conducting human

"®gutherland H.J., Meslin E.M.,, Till JE., p. 297.
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subjects research can dide too easily into the notion that there is a social obligation for
particular individuals to serve as research subjects. Thisthinking, when it occurs, is
not simply wrong and misguided, but inappropriate and dangerous.

Researchers should bein the habit of asking the following questions: “ Does the
scientific importance of my work justify asking people to participate as subjectsin my
research protocol ? Should this patient be recruited into my study? Are the risks and
potential benefits of study participation acceptable for this patient? Does this patient
have the capacity to decide about participation in this study? Does this patient
understand the nature of the research? Ishis or her agreement to participate wholly
informed and voluntary? Is he or she unusually liable to a therapeutic misconception?”
The ethically responsible scientist is expected to carry the dual burden to advance
knowledge that can improve the human condition and at the same time to recognize
the absolute imperative to treat human research subjects with the utmost care and
respect.

Many of those who oppose additional special protections note that the research
environment isin fact often more beneficial for personswho areill than the usual
clinical setting. Asresearch subjects, they might not only be receiving “ cutting edge’
treatment as well as standard therapy, but their conditions are probably going to be
monitored more carefully than is usually the case. Furthermore, many research
participants could not otherwise afford the highly specialized attention availablein
many protocols.

Whilethereis sometruth to these claims, prospective involvement in a study
should not be presented or perceived simply as a substitute for health care. Further,
using the research system as a supplement to a health care system that may not be
accessible to many cannot be the principal justification for enrolling human subjectsin
research protocols. The context of research and health care must not be confused, if

for no other reason than that the primary goal of the former isto expand medical
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knowledge and improve future treatment for particular disorders, and the primary goal
of the latter isto provide immediate medical assistance.

While many have accepted the wisdom of Henry Beecher’s observation more
than three decades ago that the most important protection for human research subjects
is the personal moral character of the medical scientist,” it would be unfair to expect
individual clinicians to resolve the complex moral problems arising from human
research by requiring them to measure up to standards we have not adequately
articulated and then threatening them with moral blameif they are perceived to have
failed. It is not adequate to focus these ethical responsibilities only on the individual
investigator who in fact functions within a much broader research environment.

The responsibility for ensuring that the rights and welfare of human subjects are
protected, therefore, should also be borne by the investigator's research community,
department, or institution. These responsihilitiesinclude, but are not limited to,
educating investigators about the ethics of research and the protection of human
subjects, as well as appropriate monitoring of the behavior of investigatorsin relation
to their human subjects in the ongoing conduct of their research. IRBs, asthey are
presently constituted, do not discharge all of their responsibilities ssimply by approving
an investigator’ s research protocol. Aswe will discuss more fully below, IRBs have

considerable authority to review and monitor research.

The Structure of This Report

Four analytical chaptersfollow this chapter. The next chapter offers an account
of the history of past efforts to regulate research involving persons with mental
disorders. It isfollowed by chapters on informed consent and decisionmaking

capacity; advance planning and surrogate decision making; and the assessment of risks

"Beecher, HK. Ethics and clinical research. New England Journal of Medicine, 274 1354-60 (1966).
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and potential benefits. Thefinal chapter summarizes our recommendations for
research involving persons with mental disorders that may affect decisionmaking
capacity.

In making these recommendations, we are acutely aware of the already
considerable burdens placed upon dedicated clinical scientists and research centers.
Some of our recommendations will undoubtedly require a greater investment of
resources to enhance the protection of human research subjects. These new
investments will be required to support better IRBs at the local level, those federal
offices charged with ensuring compliance with federal regulations regarding human
subjects protections, and NIH and other research agencies. But if important research
that will benefit our society isto flourish aswe hopeit will, it may only dosoin an
environment that adheresin the strictest possible manner to the values and rights that
are so central to our society. It isour view that in the long term such investments will

increase support for updated biomedical research.
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Chapter Two: HISTORY OF REGULATORY EFFORTS

Debate about the propriety and necessity of research involving persons whose
decisionmaking capacity may be affected by a mental disorder is not new.?%8828384
Historically, many of these discussions have been couched in the context of particular
conditions such as sexually transmitted diseases and schizophrenia. More recently,
research with subjects affected by Alzheimer’s disease has emerged as a focus of
concern.?” Thereis, however, an important history in which significant experiments
involving human subjects with mental disorders raised sufficient concern to have an
impact on contemporary approaches to the public oversight of research in this area.
Like other areas of medicine, psychiatry and neurology were not immune to cases of
unethical research, including research conducted by very distinguished scientists.*
Unfortunately, not all instances of ethically questionable research practicesinvolving
those who are decisionally impaired were intended to benefit the subjects, nor even
intended to yield knowledge of the sources of the impairment that affected the
particular subject population. Rather, they may have an entirely unrelated purpose,
such as determining the effects of an agent on the human body, or the body’ s effect on
the agent. In these cases, the decisionally impaired subject wasincluded in research

because he or she was readily available, especially if the subject was institutionalized.

8Annas G.J. and Grodin M.A. The Nazi Doctors and the Nuremberg Code (New Y ork: Oxford University Press,
1992), pp. 127-128, see also Grodin M.A., “Historical Origins of the Nuremberg Code,” George J. Annas and
Michadl A. Grodin, (eds), The Nazi Doctors and the Nuremberg Code (New Y ork: Oxford University Press, 1992),
pp. 129-31.

8Grob G., The Mad Among Us (Cambridge, MA.: Harvard University Press, 1994).

8Rothman D.H., Strangers at the Bedside: A History of How Law and Bioethics Transformed Medical Decision
Making (New Y ork: Basic Books, 1991).

8 Faden R.R. and Beauchamp T.L., A History and Theory of Informed Consent (New Y ork: Oxford University
Press, 1986).

8K atz J., Experimentation with Human Beings (New York: Russall Sage Foundation, 1972).

®Berg J, Karlinsky H, and Lowy F. (Eds.) Alzheimer’s Disease Research: Ethical and Legal Issues (Toronto:
Carswell, 1991).

&M oreno, JD. Regulation of research on the decisionally impaired: history and gaps in the current regul atory
system. Journal of Health Care Law & Policy 1998. Val. 1, No. 1, pp. 1-21.
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Oneillustration of this scenaric® occurred during the 1950s, although it became
generally known only much later.

In 1952, Harold Blauer was 42 years old and employed as a tennis pro at
Manhattan’s Hudson River Club. Apparently despondent over adivorce from hiswife,
with whom he had two young daughters, Blauer checked himself into Bellevue
Hospital. He was diagnosed with clinical depression and transferred to the Psychiatric
Institute, a New Y ork State facility staffed by Columbia University faculty.
Unbeknownst to Blauer, the researcher had a secret contract with the Army Chemical
Corps to conduct research on a mescaline derivative, methyldi-amphetamine (MDA).
In mid-January 1953, Blauer was given several injections of various forms of
mescaline. Following one of the injections Blauer went into convulsions and died some
hourslater. The Army and New Y ork State arranged a cover-up of the actual
circumstances of Blauer’s death and split an $18,000 payment to his widow and two
young children. Over two decades later, after the true story finally cameto light, a
court awarded Blauer’s daughters $750,000 as compensation from the Federal
Government.®® This case and others make up part of the history that ultimately led to
the devel opment of the federal regulations for the protection of human subjects. In
what follows bel ow, we review some of the international and then U.S. efforts to

regul ate the invol vement of vulnerable personsin research.

History of International Regulatory Efforts

Most effortsto regulate the use of vulnerable human subjects have been
generated by understandabl e concerns about the use of children as human subjectsin
research protocols and, to alesser extent, about the use of pregnhant women, fetuses,

and, later, prisoners. Nonetheless, prior to the 1970s there were al so some attempts to

8 For an extended discussion of this and other historical examples, see Moreno, op. cit.
®Barrett v. U.S, 660 F. Supp. 1291 (S.D.N.Y. 1987).

48



© 00 N oo o0~ W N PP

N NN N DN PR B R R R R R R R
E WO NP O © 0 N O 0 M W N P O

develop guidelines for the involvement of the decisionally impaired in research
protocols.
The Nuremberg Code

One of these attempts arose from a 1930 incident in Weimar, Germany, when a
doctor named Julius Moses reported that 75 children had died in Lubeck as a result of
pediatricians experimenting with a tubercul osis vaccine. The German press, already
highly critical of powerful chemical manufacturers using hospital patientsto test their
new products, helped fuel the social opprobrium directed at the exploitation of
vulnerable persons.

It happened that M oses was a so a member of the German Parliament from the
Social Democratic Party, and in 1931 he played akey role in pressuring the Interior
Ministry to respond to the Lubeck scandal. The regulations that ensued were far more
comprehensive and sophisticated than anything introduced until then, and il
compare quite favorably with modern regulations.8® They included a requirement for
consent from informed human subjects, with special protections for the mentally ill.

Hitler’ s regime, however, which used tens of thousands of concentration camp
inmates in inhumane experiments, trampled on these regulations. After the war, at the
Nuremberg trial of the Nazi doctorsin 1947, the prosecution team tried to use the
Interior Ministry guidelines as evidence of prior standards that should have governed
the Nazis actions, but defense lawyers were ableto call the guidelines’ legal status
into question because they were not cited by international organizations monitoring
health law in the 1930s and 1940s.%°

However, the team that investigated Nazi crimes did note Germany’ s abuse of

the mentaly ill in the context of the T—4, or euthanasia, program that led to the

895ass, H.M.,“ Reichsrundschreiben 1931: Pre-Nuremberg German Regulations Concerning New Therapy and
Human Experimentation” Journal of Medicine and Philosophy 8:99-111(1983).
“Grodin M.A., op cite.
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extermination of many psychiatric patients and was, in effect, arehearsal for the mass
murdersin the concentration camps. The chief medical advisor to the Nuremberg
judges, Leo Alexander, unraveled the horrific story of the camp experiments from the
records of SS Chief Heinrich Himmler, records that made the Nuremberg prosecutions
possible. Near the end of thetrial, Alexander wrote a memorandum to the judges,
portions of which wereincorporated into their decision. That portion, which posterity
knows as the Nuremberg Code, embodies the judges attempt to set out the rules that
should guide research protocols involving human subjects.

In that memorandum, Alexander also singled out the mentally ill as those who
should be given special protections,®! but the judges omitted this population in their
final draft, perhaps because they did not wish to be perceived asinterfering in
legitimate medical judgments about innovative treatment and instead wished only to
prohibit nonbeneficial and highly risky experiments with easily coerced healthy
subjects like prisoners. The Code's celebrated first line, “The voluntary consent of the
human subject of research is absolutely essential,” based asit ison the ethical
requirement to respect persons, has become the most important reference point in al
subsequent discussions of research with human beings. But in characterizing voluntary
consent as “ absolutely essential,” the Code seemsto rule out research with children,

with emergency patients, and with the decisionally impaired.

The Declaration of Helsinki

The World Medical Association's Declaration of Helsinki, first issued in 1964
(and subsequently revised in 1975, 1983, 1989, and 1996), attempted to clarify this
particular situation by providing for limited research involvement by incapable

subjects. The most recent (1996) version of the Declaration states, "[i]n the case of

d. at 135.
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legal incompetence, informed consent should be obtained from the legal guardian in
accordance with national legidation."92 The Declaration divides research into two
categories. "therapeutic* and "nontherapeutic,” and appearsto rule out the
participation of incapable subjects in research that failsto offer them the possibility of
direct medical benefit. When research has asits sole objective the advancement of
knowledge to benefit others, the Declaration states, "[t]he subjects should be
volunteers. . . .” Most codes of research ethics following in the Helsinki tradition
tended to adopt the therapeuti c/nontherapeutic distinction, one which Levine has
appropriately criticized as confusing and illogical.* In recent years, however, this
distinction has slowly been abandoned. NBAC' s view, discussed more fully below, is
that research involving humanswill, in practice, present certain risks of harm to
particular individuals but, at the sametime, can be considered to fall either in the class
of research protocols that hold out the prospect of direct medical benefit to individual

subjects, or the alternative class that does not hold out such a prospect of benefit.

CIOMS Guidelines

The International Ethical Guidelines for Biomedical Research, issued in 1993
by the Council for International Organizations of Medical Sciences (CIOMS) and the
World Health Organization (WHO), allow a "legal guardian or other duly authorized
person” to permit an incapable individual’ s research participation but only if "the
degree of risk attached to interventions that are not intended to benefit the individual
subject islow" and if "interventions. . . intended to provide therapeutic benefit are
likely to be at |east as advantageous to theindividual as any alternative." These
guidelines also dictate that incapabl e subjects objections to participation must be

9\World Medical Association, Declaration of Helsinki, Journal of the American Medical Association 277:927
(1997).
%L evine RJ. Ethics and Regulation of Clinical Research, 1986, p. 8-10.

51



© 00 N oo 0o b~ W N PP

N N NN PR R R R R R R R R R
W N P O © 0 N O O b W N B O

respected; the sole exception would be the rare case in which "an investigational
intervention isintended to be of therapeutic benefit to a subject, . . . thereisno

reasonable medical alternative, and local law permits overriding the objection."

The Council of Europe

In November 1996, the Council of Europe's Committee of Ministers adopted
the “ Convention for the Protection of Human Rights and Dignity of the Human Being
with Regard to the Application of Biology and Medicine.”* This document allows
persons without the capacity to consent to beinvolved in research if all the following
conditions are met: (1) "[T]he results of the research have the potential to produce real
and direct benefit to his or her health”; (2) "research of comparabl e effectiveness
cannot be carried out on individuals capable of giving consent"; (3) participation is
authorized by the incapabl e person's "representative or an authority or a person or
body provided by law"; and (4) the incapable person does not object to participation.
The Convention document al so contains language that permits research that failsto
offer subjects potential direct health benefit if the study meets conditions two through
four above, and: (1) is designed to produce knowledge for the benefit of persons with
the same condition; and (2) "entails only minimal risk and minimal burden for the
individual concerned."9

Given its proximity to the United States and certain shared val ues about
medicine and research, it is worth also noting the comprehensive guidelines recently
produced by the three major funding agenciesin Canada. In its Policy Satement on

Resear ch Involving Humans, the Tri-Council Working Group describes permissible

%“CIOMS/WHO, International Ethical Guidelines for Biomedical Research Involving Human Subjects (Geneva:
CIOMS 1993).

®Council of Europe, Convention on Human Rights and Medicine (Nov. 1996), Articles 6 and 17.

%Council of Europe, Ibid. No further explanation is given concerning definitions of the terms minimal risk and
minimal burden. The convention is open for signature by member States and those with Observer status. The
United States falls under the latter category.
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conditions under which research involving persons who cannot consent for themselves
may occur.’” This policy statement includes several conditions pertaining to research
involving cognitively impaired personsincluding: arequirement that protocols must
include an assessment of competence; a prohibition on involving personsin research
who are incompetent, or of doubtful competence in research which poses more than
minor harms without substantial benefit for the individual. There are two exceptionsto
the latter requirements. Research may involve persons with cognitive impairments
which pose more than minimal risk if aprior directive has been prepared, and if athird
party has been appointed and authorizes subject enrollment.

Regulatory Effortsin the United States

When the National Commission for the Protection of Human Subjects of
Biomedical and Behavioral Research was created in 1974, the decisionally impaired
were among the special populationsthat it intended to consider, partly because of the
controversy about |lobotomy. In its 1978 Report and Recommendations on Research
Involving Those I nstitutionalized as Mentally Infirm,* which came at the very end of
itstenure, the National Commission rejected both the Nuremberg Code’ s compl ete ban
and the 1964 Declaration of Helsinki’ s limitation on the involvement of incapable
subjectsin research. The members of the National Commission believed aless
restrictive approach was justified to avoid indirect harm to incapabl e persons by
crippling research efforts designed to yield potential treatment for these persons
conditions. They introduced thisidea as follows:

[S]ince some research involving the mentally infirm cannot be

undertaken with any other group, and since this research may

"Canada. Tri-Council Working Group, Code Conduct for Research Involving Humans, Ottawa, June 1998.
%National Commission for the Protection of Human Subjects of Biomedical and Behavioral Research, Report and
Recommendations, Research Involving Those Ingtitutionalized as Mentally Infirm (DHEW, 1978) [hereinafter
Report on Ingtitutionalized Persons).
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yield significant knowledge about the causes and treatment of

mental disabilities, it is necessary to consider the
consequences of prohibiting such research. Some argue that
prohibiting such research might harm the class of mentally
infirm persons as a whole by depriving them of benefits they

could have received if the research had proceeded.

This strategy marked an important turning point in the social philosophy underlying
the regulation of human subjects research, in that benefitsto others (particularly others
who now or may in the future suffer from the same disorder) who were not
participating in a particular research protocol could now be given more weight. The
National Commission concluded that the dual goals of benefiting mentally infirm
persons and protecting individual subjects from undue harm could be met by athird
approach: incapabl e subjects could be involved in studies offering them potential

direct benefit, aswell as studies that did not offer potential direct benefit, aslong as
the burdens and risks of research participation did not exceed a certain levd.

Based on this general approach, the National Commission created a framework
for evaluating research involving incapable subjects. Its proposals regarding children
and ingtitutionalized persons with mental impairments were smilar, though with some
variation, and had several e ementsin common: a requirement to justify the
involvement of these subject groups rather than alternative but less vulnerabl e subject
populations; a hierarchy of research categories establishing more rigorous substantive
and procedural standards for proposal's presenting more-than-minimal risk to incapable
subjects; and a mechanism for incapabl e subjects to provide input in the form of
"assent™ or objection to study participation—that is, a Ssmple yes or no when

questioned about willingness to be in a study.

%d. at 58.
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Differencesin the recommendations on children and institutionalized persons
were based on the National Commission’ s recognition that some adults
ingtitutionalized as mentally infirm retain the ability to give an informed and voluntary
decision. Because of concerns about the vulnerability of institutionalized persons,
however, the National Commission recommended that IRBs be given discretion to
appoint "an auditor to observe and assure the adeguacy of the consent process for
research” that presents greater-than-minimal risk. Moreover, the National Commission
believed such auditors should be required in projects presenting no prospect of direct
benefit and more-than-minimal risk to subjects. Their proposals aso gave incapable
adults more authority than children to block study participation.o Finally, because
incapable adults usually lack the legal guardian that most children have, the National
Commission noted that in some cases a court-appointed guardian would be required to
authorize research participation.

In response to the National Commission's work, the Department of Health,
Education and Welfare (DHEW) proposed regulations to govern research on the two
populations. Those affecting children were adopted by the Department of Health and
Human Services (DHHS) in June 1983,101 but those affecting persons institutionalized
as mentally disabled were never adopted.102 The Secretary of DHHS attributed the
government'sfailure to do so to "alack of consensus’ on the proposed regulatory
provisions and to ajudgment that the general regulations governing human subjects

participation sufficiently incorporated the National Commission's recommendations.103

190The National Commission required explicit court authorization to involve an objecting institutionalized person
in research. In contrast, the group recommended that parents be permitted to authorize research over a child's
objection if the study presented a prospect of direct benefit to subjects not avail able outside the research context.

10%« protection of Human Subjects, Additional DHHS Protections for Children Involved as Subjects in Research”
Fed. Reg. 48: 9818 (Mar. 8, 1983).

102« protection of Human Subjects, Proposed Regulations on Research Involving Those Institutionalized as Mentally
Disabled,” Fed. Reg.43:53950 (Nov. 17, 1978).

'%President's Commission for the Study of Ethical Problems in Medicine and Biomedical and Behavioral

Research, Implementing Human Research Regulations 23-29 (1983).
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Robert Levine blames the reported lack of consensus on DHEW's earlier failureto
adhere to the National Commission's recommendations.o4 DHEW’ s proposed
regulations indicated that consent auditors might be mandatory for all research
involving institutionalized mentally disabled persons, and suggested that the
authorization of an additional person assigned the role of independent advocate might
be necessary before an incapabl e person could become a research subject. During the
public comment period, many respondents objected to these additional procedural
regquirements, presumably on the belief that they were unnecessary and overly
burdensome to research.105

With the exception of the Institutionalized as Mentally Infirm
recommendations, the 1981 DHHS rules |largely followed from the National
Commission’swork. In 1991, these rules were codified for 16 federal agencies that
conduct or sponsor research with human subjects and are now known as the “ Common
Rule.” 106 The regul ations authorize IRBs to institute additional but unspecified
safeguards for research involving vulnerable groups, including the mentally
disabled.10” These safeguards could involve consultation with specialists concerning
the risks and benefits of a procedure for this population, or special monitoring of
consent processes to ensure voluntariness. It is not known how frequently IRBs
actually implement such measures.'®

In the United States today, research involving adults diagnosed with a condition
characterized by mental impairment is governed by no special regulations, but falls

1% evine R.J., “Proposed Regulations for Research Involving Those Institutionalized as Mentally Infirm: A
Consideration of Their Relevancein 1996,” IRB, (Sept.-Oct. 1996) at 1. See also Bonnie R., “Research With
Cognitively Impaired Subjects,” Arch. Gen. Psych. 54:105, 107 (1997). Bonnie also refers to opposition to special
regulations for persons with mental illness on grounds that such an approach would foster negative stereotypes
about such individuals.

Spid.

106« Federal Policy for the Protection of Human Subjects; Notices and Rules,” Fed. Reg. 56:28002-28032 (June 18,
1991).

Ipid.

1%The recent NIH Panel Report indicated that |RBs regularly exercise this authority, Panel Report, p. XX.
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instead under the Common Rule, the general federal provisions governing human
subjects research. However, afew Common Rule provisions do address research
involving persons with mental disabilities. First, the Rule identifies "mentally disabled
persons’ as a vulnerable population, and directsinstitutional review boards to include
"additional [unspecified] safeguards. . . to protect therights and welfare" of mentally
disabled research subjects. The Common Rule also advises IRBsto ensure that
"subject selection is equitable," and that mentally disabled persons are not targeted for
involvement in research that could be conducted on aless vulnerable group.1 Finally,
"[i]f an IRB regularly reviews research that involves a vulnerable category of subjects,
such as. . . mentally disabled persons, consideration should be given to the inclusion
of one or more individuals who are knowledgeabl e about and experienced in working
with these subjects."110 The Common Rule allows an incapable individual's "legally
authorized representative” to give valid consent to the individual's research
participation,i! but provides no definition of incapacity, no guidance on the identity or
gualifications of a subject representative beyond “legally authorized,” and no guidance
on what ratio of risks to potential benefitsis acceptable.

In the 1980s and 1990s, numerous groups and individual s expressed
dissatisfaction with gapsin the existing regulations. After the Advisory Committee on
Human Radiation Experiments reviewed eight studies conducted in the early 1990s
involving adult subjects with uncertain decisionmaking capacity, and found that four
of the studies required subjects to undergo diagnostic imaging that offered them no
prospect of direct benefit and that two appeared to present greater-than-minimal risk to
the subjects, it noted, "there was no discussion in the documents or consent form of

theimplications for the subjects of these potentially anxiety-provoking conditions. Nor

109gec, 111 (8)(3) & (b).
MWgec, .107(a).
MWeee, 116
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was there discussion of the subjects capacity to consent or evidence that appropriate
surrogate decision makers had given permission for their participation."112 Inquiries
into studiesinvolving rapid medication withdrawal from persons diagnosed with
schizophrenia have al so raised questions about the adequacy of current federal policy
and the ethical acceptability of certain existing research protocols.113

We are not aware of strong evidence that IRBs are actively using, or not using,
thelr existing discretionary authority when reviewing protocol s involving individuals
with mental or brain disorders. Although IRBs currently have authority to monitor
research in progress, including research involving persons with mental disorders, it
does not appear that such monitoring routinely occurs, possibly because institutional
and other resources have not been devoted to this critical activity. Observers of the
review process agree that although the workload of many IRBs at some of the largest
research centers has greatly increased in recent years, the institutional support for IRB
activities has often not kept pace.14 While some institutions have responded to this
increase by establishing more than one board, the practice may not be widespread
enough. According to the report of the DHHS Office of the Inspector General,
monitoring of a protocol's progress after itsinitial approval is practically nonexistent
apart from investigators' routine filing of annual progressreports. After theinitial
stages, local review has only minimal impact on actual research practices.11s

Thelack of more specific federal guidance on research involving persons with
mental disorders has also meant that research not under federal jurisdiction has gone

itsown way, or rather at least 50 different ways, because laws and regulations vary

Y2ACHRE Final Report, supra, at 706-07.

13ghamoo, A. and Keay, T.J. “Ethical Concerns About Relapse Studies,” Cambridge Quarterly of Healthcare Ethics
5:373-386 (1996).

14Department of Health and Human Services, Office of the Inspector General, “Institutional Review Boards: Their
Role in Reviewing Approved Research” (Washington, DC: DHHS, 1998).

15 S, General Accounting Office, Report to the Ranking Minority Member, Committee on Governmental Affairs,
U.S. Senate, Scientific Research: Continued Vigilance Critical to Protecting Human Subjects (Washington, D.C.:
U.S.G.A.O,, 1996).
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widely; most states have no rules that specifically apply to research involving this
popul ation while some states have quite restrictive regulations. Several states currently
prohibit certain types of research on persons with mental disorders, research which
presents greater than minimal risk and subjects are not likely to benefit.**® This
suggests that both |RBs and researchers may have trouble identifying (and thus
following) the procedures and standards that are requisite to ethical and legal
Investigations involving persons with mental disorders, even in states that have
attempted to provide the badly needed guidance.

Uncertainty about legal and ethical norms can contribute to an adversarial tone
in public discourse about this kind of research. Indeed, as eventsin New Y ork State
illustrate, advocacy of sharply differing ethical perspectives can result in litigation. In
acasecaled T.D. v. New York Sate Office of Mental Health, several individuals and
organizations challenged regulations of the New Y ork State Office of Mental Health

M6Those states are Alaska See, e.g, ALASKA STAT. § 47.30.830 (Michie 1996) (prohibiting experimental
research on state mental health patients that involve 'any significant risk of physical or psy-chological harm™);
DEL. CODE ANN. tit. 16, 8 51.75(f) (1995) (prohibiting any resident of a state mental hospital from being
approached "to participate in pharmaceutical research if [the] patient isincapable of understanding the nature and
consequences of [the] patient's consent™); DEL. CODE ANN. tit. 16, 8 51.74 (1995) (prohibiting certain classes of
mental hospital residents, regardless of competency, from participating in pharmaceutical research); 405 ILL.
Comp. STAT. ANN. 5/2-110 (West 1993) (providing that parent or guardian cannot consent to ward's
participation in any "unusual, hazardous, or experimental services' without approval by court and determination
that such services arein the "best interests' of the ward); MASS. REGS. CODE tit. 104, 88 13.01-.05 (1995)
(prohibiting research on patients in mental facilities that will not provide direct, therapeutic benefit and prohibiting
research on patients with mental disabilities where the risk is more than minimal and exceeds the benefit to the
subject); Mo. ANN. STAT. §6.30.115 (8) (West Sup. 1997) (preventing state mental health patients from being
'the subject of experimental research,” with exceptions, and prohibiting biomedical or pharmacological research
from being performed on any individual with mental disabilitiesif that research will have no direct therapeutic
benefit on the individual research subject); Diane E. Hoffman & Jack Schwartz, Proxy Consent to Participation of
the Decisionally Impaired in Medical Research—Maryland's Palicy Initiative, | J. Health Care Law and Policy 136,
no. 9 & 12 (1997) (citing state statutes which provide restrictions for research on the decisionally impaired) See
John C. Fletcher & Alison Whitman, A New Consent Policy for Research with Impaired Human Subjects, 23
Psychopharmacology BULL. 382 (1987). Virginia's state statute also [to be completed]. Washington State's statute
(RCA 7.70.065) permits consent on behalf of an incompetent subject by (1) the appointed guardian, (2) the person
to whom the subject has given a durable power of attorney including the authority to make health care decisions,
(3) the subject's spouse, (4) the adult children of the subject, (5) the parents of the subject, (6) the adult siblings of
the subject in that order of priority. A legally incompetent subject for research purposes, according to this statute is
one who isincapable of providing informed consent by reason of unconsciousness, mental illness, devel opmental
disahility, senility, excessive use of drugs, or other mental incapacity (RCA 11,88.010)
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with respect to participation in greater than minimal risk research by minors and
persons who lacked the capacity to give informed consent. In 1995, the trial court
invalidated the regul ations on the grounds that the Office of Mental Health lacked
statutory authority to adopt them.11” The next year, the intermediate appellate court in
New Y ork agreed with thetrial court's conclusion but added a far more wide-ranging
critique of the regulations, opining that they violated constitutional due process rights
and substantive protections granted these research subjects under New Y ork's
statutory and common law.118 Finally, however, New Y ork's highest court narrowed
thejudicial holding to the original decision of thetrial court.119

Recognizing the problem of uncertainty, officialsin Maryland have undertaken
aless adversarial process of policy formulation. A working group under the auspices
of the Maryland Attorney General has, over more than two years, produced a series of
reports culminating in a proposed state statute that would govern the substantive and
procedural aspects of research involving "decisionally incapacitated individual s."120

The Role of NBAC

In undertaking areview of the ethical, legal, and scientific issues arising from
research involving persons with mental disorders, NBAC is carrying out the functions
assigned to it by the President in the Executive Order which established NBAC. In that
Executive Order, President Clinton directed NBAC, asafirst priority, to turn its
attention to the consideration of the protection of the rights and welfare of human

research subjects.””* Aswe noted in Chapter 1, the justification for undertaking this

117626 N.Y.S.2d 1015 (N.Y. Sup. Ct. 1995).

18650 N.Y.S.2d 173 (N.Y. App. Div. 1996).

119690 N.E.2d 1259 (N.Y. 1977). According to the New Y ork Court of Appeals, the intermediate appellate court’s
descussion of congtitutional, common law, and other statutory issues was “an inappropriate advisory opinion.”
1200ffice of the Maryland Attorney General. Final Report of the Attorney General’s Research Working Group
(1998).

121 Executive Order 12975. Sec 5(a).
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review isaresult of the confluence of many developments including certain historical
and contemporary cases in which protection of subjects appears not to have been
adeguate; the perceived gap that existsin the federal regulatory system established for
the protection of human subjects, and our desire to ensure that important research that
maximizes the opportunity to devel op treatments for these disordersis able to proceed.
We are persuaded that thereis substantial public concern about actual or potential
failures to protect persons suffering from mental disorders from inappropriate research
protocols. We also believe that many clinical investigators may feel unsure 