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Dr. Harold Shapiro, Chair

National Bioethics Advisory Commission
6705 Rockledge Drive, Suite 700 MSC 7979
Bethesda, Maryland 20892-7979

Dear Dr. Shapiro:

| am pleased to forward to you a copy of the response of the Department of Health and Human
Services (DHHS) to the National Bioethics Advisory Commission’s report, Research Involving Persons
with Mental Disorders That May Affect Decisionmaking Capacity. Thisresponseisthe product of a
DHHS working group. consisting of representatives from all the relevant agencies within the Department,
that was convened to review and address the specific recommendations of the NBAC report. The
decisionmaking capacity report is a valuable document that not only contributes to the public discourse on
the protection of vulnerable subjects in research but also providesimportant insights that will help the
Department strengthen its policies and procedures for safeguarding the rights and welfare of such
individuals.

With respect to NBAC' s report on Research Involving Human Biological Materials: Ethical |ssues and
Policy Guidance, another working group within the Department is reviewing the report and
formulating a set of responses to its recommendations. We anticipate that a report will be forthcoming
within the next few months.

| want to take this opportunity to extend my best wishes to you and the other. Commissioners and
express my appreciation for the fine work that all of you have done and will continue to do.
Sincerely,

Donna E. Shaaa
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EXECUTIVE SUMMARY

This document presents the findings and proposals of a multi-agency Working Group
(WG) convened by the Office of Science Policy, Office of the Assistant Secretary for
Planning and Evaluation to develop a proposed response by the Department of Health and
Human Services (HHS) to the National Bioethics Advisory Commission (NBAC) Report
entitled Research Involving Persons with Mental Disorders That May Affect Decisionmaking
Capacity (the “Report”). The Report makes 21 recommendations, which are variously
directed to investigators or institutional review boards (IRBs); the Nationa Ingtitutes of Health
(NIH) or other HHS agencies and offices; other Federd agenciesthat, along with HHS, have adopted the
Common Rule’; State legislatures; hedth professonals; or others responsible for human subject
protections.

The WG commends NBAC for its thoughtful and insightful report. The WG agrees that,
despite significant improvement in human subject protection during recent decades, difficult issues
related to the participation in research of individuals with impaired decisionmaking capacity need further
consideration. NBAC has performed a valuable service in bringing these matters to the
Nation’ s attention.

The WG believes, with NBAC, that our goals must be “providing protection for persons with
mental disorders while allowing important research to go forward.” (Report at 41). This
position is in harmony with Mental Health: Report of the Surgeon General, which
emphasizes the “importance of a solid research base for every mental health and mental
illness intervention” because “establishing mental health policy on the basis of good
intentions alone can make bad situations worse, [whereas] evauating the practicality and
effectiveness of new approachesis efficient and, more critically, is accountable to those for whom an
intervention is intended.”” The WG agrees with many of NBAC's concerns and recommendations
and has developed proposals for how HHS might appropriately respond to the Report.

In addition, the WG recognizes that NBAC currently is conducting a review of the entire sysem of
human subject protections and that, upon completing this comprehensive review, may
make additional recommendations affecting human research subjects with impaired
decisionmaking capacity. The WG was mindful of that possibility in developing its proposals.

SCOPE OF APPLICABILITY OF NBAC'SRECOMMENDATIONS

The WG found some ambiguity as to who is to be protected by the Report’s 21 recommendations.
Certain NBAC recommendations refer to “persons [or subjects] with mental disorders that may
affect decisionmaking capacity” (e.g., Recommendations 2 and 20), while others refer to “persons with
mental disorders’ (e.g., Recommendations 1, 3, and 18). Based upon an analysis of the entire
Report, the WG interprets the intended scope of NBAC' s recommendations to be “persons with
mental disorders that may affect decisonmaking capacity,” asliged in thetitle.

" Mot federd agendesthat conduct or support researchinvalving human subjects have adopted regulations besad
onthelanguegesat fathin Subpart A of 45 CHR 46. Thissat of common regulaionsisrefared to asthe Federd Pdlicy
(Common Rulg far the Fratedtion of Humen Subjedts TheFDA regulationsat 21 CFR Pats50& 56areFDA’ sequivaent
totheCommonRule

" Mentd Herlth Report, Executive Summary p. viii.




The WG agrees with NBAC that current procedures for human subject protection should be
improved to adequately protect research participants whose decisionmaking ability is impaired
because of amentd disorder. Because of the need to rely on surrogate decis on-makers and concerns about
a subject’s susceptibility to undue influence and coercion, a subject who has impaired
decisonmakng capacity due to a mental condition may not be adequaey protected by the current
informed consent procedures.

However, the WG notes that some physical disorders or conditions also may result in impaired
capacity to make decisons and therefore the ability to give voluntary informed consent to research.
Either mental or physical conditions that impair decisionmaking capacity may make subjects
vulnerable to coercion or undue influence and thus in need of protection. As NBAC observed,
“many of the issues and concerns raised in this report (and, indeed, many of its recommended
protections) could be applied to al persons with questionable or diminished capacity.” (Report at p.
5).

Further, the WG is concerned that limiting the scope of protections may be perceived to be
stlgmat|2| ng. Approximately onein five Americans experiences amental disorder during the course of a
year, ye the preponderance are capable of making mgjor life decisons. The WG agrees, and NBAC's
Report takes pains to. emphasize, that a person is not decisionaly incapacitated to consent to research
merely because that Person has a mental disorder or mental illness. However, the Report’ sfocus was
not expresdy extended beyond persons with menta disorders and that in itself may appear stigmatizing
or could lead to inadvertent stigmatization in practice.

The WG therefore concludes that the scope of the Report’s recommendations
seem appropriately applicable to all persons with decisional impairment,
irrespective of diagnosis.

REGULATORY FRAMEWORK ENVISIONED BY NBAC

Four of NBAC’ s recommendations work in concert to call for a new regulatory framework:
Recommendation 2: Creation of a Special Sanding Panel (SSP)

Recommendation 10: Research Protocols Involving Minimal Risk

Recommendation 11: Research Protocols Involving Greater than Minimal Riskthat
Offer the Prospect of Direct Medical Benefit to Subjects

Recommendation 12: Research Protocols Involving Greater than Minimal Risk that
Do Not Offer the Prospect of Direct Medical Benefit to Subjects

The recommended framework would require IRBs to classify all proposed research involving
persons with mental disorders that may affect decisionmaking capacity into one of the three
categories specified by Recommendations 10-12. The current regulations do not require a
classification of risk.

Further, if the proposed research does not offer the progpect of direct medical benefit and involves any
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degree of risk grester than minima risk, the subject could not be enrolled in the research by a legally
authorized representative (LAR), except under one of two sets of circumstances. In addition to IRB
approval, ether (1) the subject must have executed an advance directive to participate in that type of
reseerch or (2) the reseerch must be reviewed by a “ Specid Standing Pand” (SSP) convened by the
Secretary and that panel must conclude that the protocol “offers the possibility of substantial benefit
to the population under study, that its risks to subjects are reasonable in relation to this possible
benefit, and that it could not be conducted without the proposed population,” and the pand must be
“sttisfied that al gppropriate safeguards are incorporated.” If the SSP subsequently were to promulgete
guiddines covering certain instances of that type of protocol, then only IRB approva and surrogate
consent would be required unless the guiddines were to reguire more.

The WG agrees with the principle, reflected in NBAC’'s Recommendations 10, 11, and 12,
that additional safeguards are warranted when research is directed toward subjects with mental or
physica conditions that are associated with decisond impairment This principle is condstent with
current requirements. However, the WG believes that widespread execution of Prospective
Authorizations for research is unlikely and thus that the large number of proposed protocols that
would require review by the SSP could make the envisoned regulatory framework impractica to
implement Further, the WG notes that the envisioned regulatory framework would alter IRB
authority in ways that could produce anomdoaiis results. For example, under certain circumstances,
NBAC' s recommendations not only would limit IRB authority more for adults than for children but dso
would narrow the types of benefits that an IRB may consder in determining whether a greater than
minimal risk protocol offers a direct benefit.

With regard to Recommendations 2, 10, 11, and 12, the WG proposes that the
Office for Human Research Protections (OHRP), working in consultation with
Food and Drug Administration (FDA), solicit additional public comment
regarding appropriate approval standards as a function of differing levels of
risk in research directed toward subjects with mental or physical conditions
that are associated with decisonal impairment. The WG proposes in particular
that a formal Federal Register solicitation request comment on (i) appropriate
mechanisms for ensuring needed protections; (ii) appropriate regulatory
frameworks for characterizing informed consent and IRB approval
requirements as a function of differing levels of risk; and (iii) acceptability of
certain overarching principles.

See “Discussion” and “Proposed Action” following Recommendation 12 for pertinent details
regarding the form and content of the proposed solicitation of public comment.

RECOMMENDED PROTECTIONSINHERENT IN CURRENT REGULATIONSBUT
POSSIBLY WARRANTING ADDITIONAL GUIDANCE

Eight of NBAC' srecommendations are consistient with but generally more specific than the current
regulations:

Recommendation 1: Institutional Review Board Membership
Recommendation 3: Appropriate Subject Selection

Recommendation 4: Justifying Research Designs and Minimizing Risks



Recommendation 5: Evaluating Risks and Benefits
Recommendation 7: Objection to Participation in Research

Recommendation 8: Assessing Potential Subjects Capacity to Decide about
Participating in a Research Protocol

Recommendation 9: Notifying Subjects of Incapacity Determinations and Research
Enrollment

Recommendation 17: Involving Qubjects Family and Friends

The WG agreesin principle regarding al eght recommendations, but for five of them (1, 4, 8, 9, and 17) it

offers an dternative perspective on certain facets for consideration by OHRP and FDA.
The WG proposes that, after consideration of this Analysis and
consultation with FDA, OHRP develop and issue additional interpretive
guidance in responseto Recommendations 1 and 3.
The WG proposes that, after consideration of this Analysis and
consultation with FDA, OHRP take whatever actions it deems appropriate
regar ding Recommendations4, 5,7, 8,9, and 17.

ADDITIONAL RESEARCH RELATED TO DECISIONAL IMPAIRMENT

Two of NBAC's recommendations are related to additional research related to decisional
impairment:

Recommendation 19: Expanding Knowledge about Capacity Assessment and
Informed Consent

Recommendation 20: | nstitute of Medicine Review of Research Sudies

Recommendation 19 is addressed explicitly to the NIH. For recommendation 20, the NIH is the

appropriate lead agency for HHS.

TheWG proposesthat the Director, NIH deter mine and take whatever action is
needed in regard to Recommendations 19 and 20.

STATE LAWS RELATED TO RESEARCH INVOLVING PERSONS WHOSE

DECISIONMAKING CAPACITY MAY BE IMPAIRED

Four of NBAC' s recommendations address legd mattersthat fal substantially, if not entirely, within the

province of States:
Recommendation 13: Prospective Authorization

Recommendation 14: Legally Authorized Representatives



Recommendation 15: Expansion of the Category of Legally Authorized
Representatives and of the Powers Granted under Statutes for Durable Powers of

Attorney (DPA) for Health Care

Recommendation 16: State Legidation Regarding Advanced Directives for
Research

The WG recognizes that the options of the federal government in these areas are heavily dependent upon
what actions, if any, States take.

The WG proposes’ that the Secretary make the States aware of NBAC’s
Recommendations 13-16 and our proposed actions and encourage the States to

consider them, by sending copies of NBAC’s Report and this Analysis to
the States' Attorneys General.

OTHER TOPICS
Recommendation 6: Informed Consent

Recommendation 18: Reviewing and Developing Educational Materials
Regarding Research

Recommendation 21: Increased Funding to Support Necessary Protections of
Human Qubjects)

Recommendation 6 requires no action. Recommendation 18 is directed to professond associations and
organizations. Recommendation 21 isdirected to dl research gponsors, including HHS.

With regard to Recommendation 21, the WG proposes that HHS continue its
effortsto increase the financial support availableto IRBs.



ANALYSISAND PROPOSED ACTIONS REGARDING THE NBAC REPORT:
RESEARCH INVOLVING PERSONSWITH MENTAL DISORDERS
THAT MAY AFFECT DECISIONMAKING CAPACITY

INTRODUCTION

The Nationa Bioethics Advisory Commission (NBAC) presented its report entitled Research
Involving Persons with Mental Disorders That May Affect Decisionmaking Capacity (the “Report”)
to the National Science and Technology Council (NSTC) in January, 1999. The Report makes 2I
recommendations, which are varioudy directed to investigators or ingtitutional review boards (IRBs); the
Nationd Indtitutes of Hedth (NIH) or other agencies and offices of the Department of Health and
Human Services (HHS); other Federal agencies that, along with HHS, have adopted the Common
Rule'; State legiatures; hedlth professionals; or others responsible for human subject protections.

This document presents the findings and proposals of a multi-agency Working Group (WG)
convened by Office of Science Palicy, Office of the Assistant Secretary for Planning and Evauation to
develop aproposed HHS response to the Report. The WG members are listed in Appendix A.

This document has two sections. Part A provides a brief overview of the Report and comments on and
responds to some generd issues it presents. Part B analyzes and responds to each of NBAC's 21
recommendations.

The WG commends NBAC for its thoughtful and insightful report. The WG agrees that, despite
significant improvement in human subject protection during recent decades, difficult issues related to
the participation in research of individuals with impaired decisonmaking capacity need further
consideration. NBAC has performed a valuable service in bringing attention to these matters.

In developing its recommendations, NBAC systematically addressed the ethicd issues raised. It
solicited and recelved a wide range of views from a variety of scientific experts, patient advocates,
professond societies, government agencies involved in human subject research, bioethicigs, other
advisory committees reviewing protectionsin research on decisiona impairment, and many others. NBAC
aso dedicated a portion of many of its meetings to hearing public testimony. The resulting Report makes
asignificant contribution to critically important issues in human subject research.

The WG bdieves, with NBAC, that our gods must be “providing protection for persons with menta
disorders while allowing important research to go forward.” (Report a 41). This position is
in complete harmony with Mental Health: Report of the Surgeon General, which emphasizes the
“importance of a solid research base for every mentd hedth and mentd illness intervention” because
“egtablishing menta hedlth policy on the bagis of good intentions alone can make bad situations worse;
[whereas] evaluating the practicality and effectiveness of new approaches is efficient and, more
critically, is accountable to those for whom an intervention is intended”? The WG agrees with many of
NBAC's concerns and recommendations and has developed proposds for how HHS might appropriately
respond to the Report.

A. GENERAL COMMENTS

NBAC currently is conducting a review of the entire system of human subject protections. The
WG recognizes that, upon completing this comprehensive review, NBAC may make additional
recommendations affecting human research subjects with impaired decisionmaking capacity. The
WG was mindful of that possibility in considering how HHS might address the recommendations
contained in the current Report.



Section | addresses a major overall concern regarding NBAC's recommendations - the issue of
who should be covered by any additional protections. Section 1l summarizes NBAC's envisioned
regulatory framework and describes the WG’ s concerns about it and its implications.

|. Scope of Applicability of NBAC's Recommendations

The WG found some ambiguity as to who isto be protected by the Report’s 21 recommendations.
Certain NBAC recommendations refer to “persons [or subjects] with mental disorders that may
affect decisionmaking capacity” (e.g., Recommendations 2 and 20), while others refer to “ persons
with mental disorders’ (e.g., Recommendations 1, 3, and 18). Based upon an analysis of the entire
Report, the WG interprets the intended scope of NBAC's recommendations to be “persons with
mental disorders that may affect decisionmaking capacity,” aslisted in thefitle.

Discussion

The WG agrees with NBAC that research involving persons with mental disorders that may affect
decisionmaking capacity merits additional scrutiny and perhaps additional protection. The WG
further considered whether Department action should focus just on persons with decisional
impairment resulting from a mental disorder or should extend the benefits of additional
protections more broadly to al persons with impaired decisionmaking capacity. It concluded that
a broader scope is warranted, based on two factors: the need for special protections in a broader
population of persons with decisional impairment and the potential for stigmatization (perceived
or red) if those specia protections are limited to persons with mental disorders that may affect
decisionmaking capacity.

a. The scope of the Report’srecommendations seem appropriately applicableto all
per sonswith decisional impairment, irrespective of diagnosis.

NBAC focused on persons with mental disorders that may affect decisionmaking capacity® “in
part because of this population’s difficult history of involvement in medical research.” (Report at
p. ii). Instances of alleged abuse and public and scholarly criticism represented “a critical mass of
concern” about the ethics of conducting research, particularly certain drug research, on mental
illnesses and about “perceived gaps’ in existing procedural protections. (Id. a p. 3). As NBAC
noted, the Report continues a history of regulatory recommendations for additional protectionsin
thisarea.

In the chapter on “Scope,”* the Report states that the definition of mental disorders cannot be
precisely pinned down, in part because of rapid changes in the field. The Report lists dementias,
ddirium, schizophrenia, depression -including bipolar disorder, mentd retardation, and substance abuse
disorders -as some, but not al, “of the disorders in which decisionmaking capacity may be affected.”
(Report a p. 7). Nonetheless, other conditions associated with impaired decisonmaking were not
included in the scope: “Other potentially vulnerable subjects whose decisionmaking capacity may
be compromised by such factors astrauma (e.g., head injury) or physica illness (e.g., cancer or sepss)
will not be consdered directly in this report.” (Report at p. 2, n.3). However, the Report does not
exclude persons with these conditions from the asserted need for additional protections.

The WG agrees with NBAC that current procedures for human subject protection should be
improved to adequately protect research participants whose decisionmaking ability is impaired
because of a mental disorder. The current HHS and Food and Drug Administration (FDA)
regulations rely fundamentally on informed consent and independent review. However, the



protection of informed consent is available only when subjects have the capacity to assess risks and
benefits and to choose. Individuals who are decisionally impaired, including some with mental
disorders, may not be fully capable of appreciating the range of risks and benefits of a particular
protocol. An individua who lacks capacity may only be enrolled in research by a legdly authorized
representative (LAR); however, if the LAR has a conflict of interest or does not adequately protect the
individual’s interests or choices regarding research, the individual can do nothing affirmative
because of that lack of capacity. Because of the need to rely on surrogate decision-makers and
susceptibility to undue influence and coercion, a subject who has impaired decisonmaking capacity’
dueto amenta condition may not be adequately protected by current informed consent procedures.

However, the Working Group notes that some physical disorders or conditions also may result in
impaired capacity to make decisions and therefore to give voluntary informed consent to research. Either
mental or physical conditions that impair decisionmaking capacity may make subjects vulnerable
to coercion or undue influence and thus in need of protection. As NBAC observed, “many of the
issues and concerns raised in this report (and, indeed, many of its recommended protections) could
be applied to all persons with questionable or diminished capacity.” (Report at

p. 5).
b. Limiting the scope of protectionsmay be per ceived to be gigmatizing.

Some commentetors on the Report believe that focusing on “persons with menta disorders that may
affect decisionmaking capacity” improperly stigmatizes a category of persons, most of whom are
capable of making their own decisions. Some of the Report’s recommendations refer to “persons
with mental disorders’ without the additiona modifier “that may affect decisionmaking capacity” - and
thismay contribute to the perception of alack of sengtivity.

Approximately one in five Americans experiences amental disorder during the course of ayeer,” yet the
preponderance are capable of making major life decisions. The WG agrees -- and NBAC's
Report takes pains to emphasize -- that a person is not decisionaly incapacitated to consent to
research merdly because that person has a menta disorder or menta illness.® However, the Report’s
focus was not expresdy extended beyond persons with mentd disorders and that in itsalf may appear
stigmatizing or could lead to inadvertent stigmatization in practice.

C. HHS should treat NBAC’s recommendations as potentially applicable to all research
subjectswhose decisionmaking may be impair ed.

NBAC “encourages’ use of its Report as “guidance for conducting research on other persons [i.e, in
addition to those with mentd illness] whaose decisionmaking capacity may beimpaired.” (Report & p. 5).
The WG accepts NBAC's suggestion and concludes that the scope of additiona protections should
encompass al persons with decisiond impairment, irrespective of diagnosis® In particular, the WG
believes that the Department should extend the safety net of protectionsto al individuals with a disorder
that alters mentation and therefore may adversely affect decisionmaking capacity. However, the WG
emphasizes that an individua with a condition that may impair decisonmaking capacity is not
necessarily impaired.

In view of the difficulty of determining who is vulnerable as a direct consequence of a condition that
impairs decisional capacity, there is no expeditious way to identify, a priori, individuals with
impaired decisond capecity; yet human subject protections rely primarily on prospective review by
investigators and IRBs. Thus, investigators and IRBs should be alerted to those situations that
warrant closer scrutiny. To be effective, additional guidance must clearly identify those who are or may
be digible for the additiona protection; the IRB should be gble to tell when it is reviewing a= protocol



that might encompass that vulnerable popul ation.

Accordingly, 45 CFR 846.401 (a) applies “to dl research involving children as subjects.” Similarly,
846.301 applies “to dl biomedicd and behaviord research ... involving prisoners as subjects.”
(Emphasis added). In both casts the regulations define who is included in the protected class;
although the IRB may need to refer to local law (e.g., the age of majority in the jurisdiction) or
ascertain some facts (e.g., whether the proposed subjects are incarcerated) in determining whether the
additiona protections apply.

NBAC was concerned with a gap in existing regulatory protection for both (1) populations that are
vulnerable because of decisond impairment and (2) subjects in certain classes of research that might lead
to transient or other decisional impairment. The WG agrees that, in both instances, subjects desarve
additiond protection. At the same time, the WG recognizes thet, in contrast to children and prisoners, it is
very difficult to definewho isincluded in the population.

When the concern is with a particular type o f research, the guidance must clearly identify for the IRB
what that research is. Given the widespread incidence of menta disordersin the population, many protocols
in different fidds will -involve subjects with conditions that may affect decisionmaking, even those
where the protocol has nothing to do with the study of those conditions and the investigatorsintend
to recruit only adults with decisond capacity. Thus, for example; a protocol studying cholesterol levels
or eyewitness testimony -- and including only incidentally a few subjects who experience mild
depression or who are recovering acoholics -- does not necessarily warrant the same degree of
scrutiny as would a protocol to study a potential treatment for advanced Alzheimer’s disease.’

With these factors in mind, the WG concludes that, in assessing NBAC'’ s recommendations, the
Department should consider their applicability to research directed toward® persons whose mental
or physical conditions are associated with decisional impairment. A condition is associated with
decisional impairment when there is a reasonable likelihood that (1) the persons sought to be
enrolled in the protocol have experienced or may experience decisional impairment as a result of
their condition or disorder, or (2) the subjects may become decisonaly impaired during the course of the
study.

Because some children are dso persons whose condition or disorder is associated with decisond
impairment, Department action in this area should clearly indicate that it does not supersede the
protections of subpart D of 45 CFR Part 46, which regulates research involving children. Further,
FDA has a regulation providing an exception to informed consent for subjects in need of emergency
medical intervention who cannot give informed consent because of their life-threatening medical
condition and do not have an LAR available. See 21 CFR 850.24. HHS announced a comparable
waiver of the applicability of the 45 CFR Part 46 requirement for abtaining informed consent for this
limited class of research (61 FR 51531, 10/2/96). Thus, any Department action should aso clearly indicate
that it does not supersede either these protections or the Secretarid waiver.

1. Regulatory Framework Envisoned by NBAC

Many of NBAC's recommendations address the protections contained in exising HHS and FDA
regulations. These include recommendations about subject selection, IRB review of research
designs, evaluation of risks and benefits, informed consent, increased research and training, and
increased support for IRBs. The WG agrees that these are features that may be vaduable in protecting
subjects whose decisionmaking capacity is impaired. The WG aso agrees that increased attention to,
and additional guidancein, these areas may be beneficial.



Some of NBAC's recommendations call for HHS and other agencies to require IRBs to implement
procedures that are available, but not explicitly required, under current regulations when decisiona
capacity is an issue. For example, NBAC would encourage, and in some cases require, greater
participation on the IRB by individuals familiar with the nature of the disorders and the concerns of the
population being studied. Further, for greater than minimal risk research, NBAC recommends that
IRBs generdly require a formal capacity assessment These are important protections that IRBs already
have aiithority to invoke at their discretion, and the WG agrees that IRBs should do so whenever
they determine such actionsto be necessary and gppropriate for the rights and welfare of subjects.

Certain of NBAC's recommendations work in concert to call for a new regulatory framework. This
recommended framework would require IRBs to classify all proposed research involving persons
with mental disorders that may affect decisionmaking capacity as either (1) minimal risk, (2) greater
than minimal risk but offering the prospect of direct medical benefit to subjects, or (3) greater than
minimal risk with no prospect of direct medical benefit to the subject. (See Recommendations 1012).
The current regulations do not require a classification of risk.

In accord with the current regulations, the NBAC recommendations would permit any adult who can
provide informed consent to choose to participate in IRB-approved research involving any degree
of risk. If the person has impaired decisionmaking capacity, the NBAC recommendations would
also permit enrollment in the research when the IRB waives the informed consent requirement
in accordance with the current regulations. Even without awaiver of informed consent, a person who
lacks capacity could be enrolled in minimal risk research (Recommendation 10) by an LAR,
provided the LAR meets certain conditions (See Recommendation 14). If the research offers the
prospect of “direct medical benefit,” then regardless of risk, a person who lacks capacity may still be
enrolled in the research by an LAR, subject to the same conditions. (Recommendation 11).

However, if the proposed research does not offer the prospect of direct medical benefit and involves
any degree of risk greater than minimal risk, NBAC's envisioned regulatory framework would
impose a limit that currently does not exist. (Recommendation 12). The subject could not be
enrolled in the research by an LAR, except under one of two circumstances. In addition to IRB
approval, either (1) the subject must have executed an advance directive to participate in that type
of research, called a“Progpective Authorization” under Recommendation 13 or (2) the research must be
reviewed by a “Specia Standing Panel” (SSP) convened by the Secretary and that panel must
conclude that the protocol “offers the possibility of substantial benefit to the population under study,
that its risks to subjects are reasonable in relation to this possible benefit, and that it could not be
conducted without the proposed population,” and the panel must be “ satisfied that all appropriate
safeguards are incorporated.” (Recommendation 2). If the SSP subsequently were to promulgate
guidelines covering certain instances of that type of protocol, then only IRB approval and surrogate
consent would be required unless the guidelines require more.

Discussion
a. Theenvisioned regulatory framewor k could result in an unnecessarily lengthy review
pr ocess.

Under NBAC' s envisioned regulatory framework, IRBs generally would not be able to approve
research without direct medical benefit that poses any risk greater than minimal and involves a
person unable to give informed consent, unless that person has executed a Prospective Authorization
specifically authorizing this type of research and his or her LAR consents. Prospective
Authorizations will not provide a significant alternative to SSP review. For some conditions
affecting cognition, the individuals do not have, and will probably never have, the decisiona



capacity required to execute a Prospective Authorization. Even among those able to execute a
Prospective Authorization, very few arelikely to do so.

Thus, unless the research offers the prospect of direct medica benefit and regardless of whether it offers
the progpect of direct non-medical benefits, the SSP, at least until it has promulgated guidance for IRBS,
would be required to review al research involving even a dight increase above minima risk. Not only
physica, but psychologicd, socid, and other non-medica risks must be included in determining the
protocol’srisk level. Mareover, SSP review would be required for all research supported by HHS
where the risk cannot be reduced to minimal risk - i.e., not only for clinical research but dso for
research in the areas of epidemiology, socid and behaviora sciences, program evaluation, health
services, and health promotion. This could slow significantly the progress of important
research protocols that pose reasonable - abeit greater than minimal - risk.

By contrast, the introduction of an intermediate risk category, as in the HHS children’s regulations,
Subpart D of 45 CFR 46, dong with the ability to consder direct non-medica benefits, would alow IRBs
to determine when the risks posed by those protocols are judtifiable and what the appropriate’ safeguards
are, without being required to defer to a nationa review body. If such an alternative to NBAC's
recommendations were adopted, the feasibility of the SSP concept would be materially greater.

b. Theenvisioned regulatory framewor k would alter IRB authority in waysthat could
produce anomalousresults.

The Report envisons aframework of protections akin to that of the regulations governing research with
children but with some key differences. The following comparison presents two examples.

Section 46.406 of the children’ s regulations permits the child’'s parents or guardians to enroll the
child in some no-direct-benefit research that * represents aminor increase over minimd risk.” For example,
if an IRB were to determine that a protocol with no direct benefit posed a minor increase over minimal
risk but was “likely to yield generalizable knowledge . . . of vital importance” to understanding or
amdiorating autism, a 17-year-old individual with autism could be enrolled with parental consent.

However, the envisioned regulatory framework would not permit even a legaly appointed
guardian to enroll an adult who lacks decisond capacity in any research with greater than minimal risk
and no prospect of direct benefit - unless the potentia subject has provided a Prospective Authorization
or the research is goproved by the standing pand that Recommendation 2 would create (or the IRB is
authorized to act in accord with pertinent guidance developed by that panel). Thus, absent the
exceptions noted, the same individual at 19 could not be enrolled in that protocol by his or her
LAR(s), even by parents who have been formally appointed guardians by the court and would
consent; whereas the IRB could approve research that would enrollment that individua at age 17.
NBAC's recommendations therefore would limit IRB authority more for the adult than for the
child.

A comparison of the safeguards for potentially beneficid research reveds another anomaly. Under
§46.405 children may be enrolled in greater than minimal risk research if the research “holds out the
prospect of adirect benefit” for the child. By contrast, under NBAC's Recommendation 11, adults who
lack decisionmaking capacity may only be enrolled in greater than minima risk research that “offersthe
prospect of direct medical benefit,” which would exclude condderation of other possible benefits to
subjects, including psychological, educational or social benefits. (Emphasis added). Thus, the
envisioned regulatory framework would narrow the types of benefits that an IRB may
consider in determining whether agreater than minimal risk protocol offers adirect benefit.



There are of course important differences between children and adults with impaired decisionmaking
capacity. In particular, children are legdly presumed to lack decisiond capacity, whether or not they do;
whereas adults are presumed to possess decisond cgpecity unless proven otherwise. Also, the individuas
who are legdly authorized to represent children are more often readily identifigble than those for
decisionally impaired adults.

There are also key similarities, eg., that the degree of actual capacity varies, that State law
determines who may represent subjects interests, and that States may exercise their parens patriae
power to limit the risk of harm that an LAR may permit. Thus, safeguards for the two groups need not
be identical. However, in the opinion of the WG, these factual differences do not judtify limiting IRB
authority for adults with impaired decisonmaking capacity more than for children in similar
Stuations. The WG is ot aware of any evidence that indicates the categories of research risk set up by the
children’s regulations, which have been in place for 17 years, are unsatisfactory. The WG is dso
concerned that the existence of two frameworks for approving protocols based on two different sets of
risk level may lead to confusion and thus contribute to inadegquate compliance by investigators and IRBs.

B. COMMENTSAND PROPOSED ACTIONSON SPECIFIC RECOMMENDATIONS

This section presents the WG's comments on each of NBAC' s 21 recommendations using the order and
titles from the Report. Most recommendations are addressed singly, but some are grouped together
to facilitate discussion. Each section begins with the text of the recommendation, then presents the
WG's analysis, and concludes with the WG’ s proposed action.

|. Recommendations Regar ding Review Bodies

NBAC Recommendation 1: Ingtitutional Review Board (IRB) Member ship

All IRBsthat regularly consider proposals involving persons with mental disorders should include at
least two members who are familiar with the nature of these disorders and with the concerns of the
population being studied. At least one of these IRB members should be a member of the population
being studied, a family member of such a person, or a representative of an advocacy
organization for this population. These IRB members should be present and voting when such
protocols are discussed. IRBs that only occasionally consider such protocols should involve in their
discussion two ad hoc consultants who are familiar with the nature of these disorders and with the
concerns of the population being studied; at least one of these consultants should be a member of the
population being studied, a family member of such a person, or a representative of an advocacy
organization for this population.

Discussion

The WG agrees with the principle, reflected in this NBAC recommendation, that IRB ddiberations
should include persons who are familiar with conditions that may affect decisionmaking capacity
and with the concerns of the population being studied.’ This principle is particularly important
where research involves subjects who may be vulnerable to coercion or undue influence. The
presence of theseindividuds on the IRB, particularly if able to represent the viewpoint and concerns of the
population being studied, should contribute significantly to protecting subject rights and welfare.

However, the WG does not endorse the specific recommendation that IRBs be required to include
two members (or to engage two consultants) who are knowledgeable about mentd disorders and the
concerns of the population being studied. Such a specific requirement relative to decisiona
impairments might set a precedent that would not be practicd to implement, especidly with respect to other



vulnerable categories of subjects.’® Rather, the WG considersit preferable that IRBs be afforded the
flexibility needed to address the underlying principle of the NBAC recommendation.

The HHS regulations a 45 CFR 846.107(a) and FDA regulaions a 21 CFR 856.107(a) recommend that
IRBs that regularly review research involving subjects with mental disabilities include “one or
more individuals who are knowledgeable about and experienced in working with these subjects.”
Nevertheless, the WG sharesNBAC' s concern that more effective and cond stent implementation of this
regulation is needed, especialy in research involving conditions that may affect decisionmaking

capacity.™
Proposed Action

The WG proposes that the Office for Human Research Protections (OHRP) - which is the successor to
the Office for Protection from Research Risks (OPRR) and is located in the Office of the Secretary,
Office of Public Health and Science - working in consultation with FDA, develop and issue
interpretive guidance for IRB review of research directed toward persons with menta or physical
conditions that are associated with decisiona impairment. The WG further recommends that OHRP
consider incorporating the following eementsin its guidance:

a That adiagnoss of mentd disorder does not necessarily imply decisond impairment relaive to
research participation; and that certain physical disorders may result in a high likelihood of such
impairment.

b. That where an IRB regularly reviews research directed toward persons with conditions that are
associated with decisond impairment, the IRB should include members who are familiar with
such conditions and with the concerns of the population being studied.

c. That where an IRB only occasionally reviews research directed toward persons with
conditions that are associated with decisional impairment, the IRB should
involve in its discussion consultants who are familiar with such conditions and with the
concerns of the= population being studied.

d. That every effort should be made to include among the IRB members or consultants
described in paragraphs 2 and 3 a least one person who has the background, experience, and
willingness to serve as an advocate, specificaly representing the viewpoint and concerns of the
population being studied. Further,

[ That, where appropriate, every effort should be made to engage, as
advocates, members of the population being studied. Family members,
organization representatives, or others may adso save as advocates where

aopropriae;

ii That every effort should be made to ensure that subject advocate IRB membersare
present when the convened IRB discusses and votes on the proposed research;
and

iii That, where research is eligible for IRB review under expedited procedures,
every effort should be made to include appropriate subject advocate IRB
members or consultantsin the review.

NBAC Recommendation 2: Creation of a Special Standing Pand (SSP)



The Secretary of the Department of Health and Human Services should convene a Special Standing
Panel (SSP) on research involving persons with mental disorders that may affect decisionmaking
capacity. The panel’ s tasks should include:

(A) reviewing individual protocols that cannot otherwise be approved under the
recommendations described in this report, that have been forwarded by IRBs to the SSP for
its consideration. If the SSP finds that a protocol offers the possibility of substantial benefit
to the population under study, that its risks to subjects are reasonable in relation to this
possible benefit, and that it could not be conducted without the proposed population, then
the SSP may approve the protocol if it is satisfied that all appropriate safeguards are
incorporated Under no circumstance, however, should the SSP approve a protocol that
reasonable, competent persons would decline to enter;

(B) promulgating guidelines that would permit local 1RBs to approve protocols that cannot
otherwise be approved under the recommendations described in this report. Such guidelines
could suggest that a particular class or category of research, using specified research
interventions with certain identified populations, could be considered by local IRBswithout the
need to resort to the SSP for further approval. Under no circumstances, however, should the
SSP promulgate guidelines permitting |RBs to approve research that would enroll subjects
who lack decisonmaking capacity in protocols that reasonable, competent persons would
declineto enter.

The SSP should have members who can represent the diverse interests of potential research
subjects, the research community, and the public. The pand’s protocol approvals and
guidelines should all be published in an appropriate form that ensures reasonable notice to
interested members of the public.

Those federal agencies that are signatories of the Common Rule should agree to use the S,
and the SSP * s effectiveness should be reviewed no later than five years after inception.

Discusson

Under current regulations, IRBs have authority to approve protocols that present greater than
minimal risk for decisonaly impaired subjects, but promise substantial scientific benefit, *hen the
risks are reasonable in rlation to the potentia benefits. Were IRBs to be stripped of this authority inthe
cae of research tha offers no direct medicd benefit to subjects, as NBAC recommends (see
Recommendation 12), the WG agrees that a mechaniam would have to be created to alow acceptable
protocolsin this category to be conducted. The WG aso agreesthat guiddines could be vauable to IRBs
reviewing protocols that pose moderate risks but require participation by subjects whose decisond
capacity maybe impaired, in order for the IRBs to understand, prevent, or aleviate serious problems
affecting persons with conditions that may affect decisionmaking capacity.

However, the WG is not persuaded that the SSP is the gppropriate mechanism to accomplish either of
these functions. As noted in section All above, the WG has serious concerns about the feasbility of the
SSP review process in the absence of an intermediate risk category under which IRBs may approve
protocols without involvement of anational-level pand.

Even if the envisoned regulatory framework were modified to include an intermediate category of risk,
implementation would be inadvisable prior to full consideration of its similarities and differences
with respect to the current regulations. For example, whereas the envisioned SSP would have authority to



approve or disapprove protocols, the national-level review panels currently provided for in HHS
regulations to oversee certain research involving pregnant women (Subpart B), prisoners (Subpart C),
and children (Subpart D)™ are ad hoc panels that advise the Secretary. Further, preempting the
ability of IRBs to approve certain protocols not only would require rulemaking but also would
create a precedent that could have an impact well beyond this area.** Moreover, since NBAC is
currently conducting a comprehensive review of human subject protections, any significant
regulatory changes in this areas would be premature untii NBAC's further findings and
recommendations are available.

NBAC intended the SSP “to provide some genuine flexibility to respond to new knowledge and to create
greater uniformity of understanding” in an area of disagreement about how to achieve the proper
balance between advancing knowledge and protecting vulnerable subjects. (Report at p. 55). The WG
agrees that both of these goals are important but notes that two IRBs reviewing smilar . protocols may
aopropriately come to different conclusons because of locd differences - as where one IRB is
considering more restrictive State laws or is more confident about the investigator’s sensitivity to
decisiona impairment issues. Whether establishing a national panel with approval authority is the
proper way to balance concerns about uniformity and flexibility in this area requires a more thorough
public discussion.

Proposad Action

As outlined in the discussion following Recommendations 10-12, the WG proposes that the
Department solicit additional public input on whether, and how, a national-level panel should be
implemented to protect the rights and welfare of human research subjects whose conditions are
associated with decisiona impairment.

1. Recommendations Regar ding Resear ch Design

NBAC Recommendation 3: Appropriate Subject Selection

An IRB should not approve research protocols targeting persons with mental disorders as subjects
when such research can be done with other subjects.

Discussion

The WG agrees with NBAC's intent; this recommendation is consistent with the “basic
ethical principles’ of respect for persons, beneficence and judtice -- asidentified in the Belmont Report
by the National Commission for the Protection of Human Subjects of Biomedical and Behavioral
Research. In particular, the recommendation applies the justice principle to subject selection. These
principles are currently embodied in the HHS regulations in 846.111 (a)(3) and the FDA regulationsin
§56.111(a)(3): “Selection of subjects is equitable:... the IRB should take into account the
purposes of the research and the setting in which the research will be conducted and should be
particularly cognizant of the specia problems of research involving vulnerable populations, such as
children, prisoners, pregnant women, mentally disabled persons, or economicdly or educationally
disadvantaged persons.”

The WG shares NBAC's view that it is inappropriate to engage in research persons who are
decisionally impaired simply because, for example, their condition provides investigators easier
access to subjects who are unlikely to object. Due consideration must be given to the
appropriateness and scientific value of conducting the proposed research with subjects who can
provide informed consent. However, this recommendation should not be interpreted to preclude
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specific categories of research with persons who are decisionaly impaired even when that research is
possible with those who can consent but is likely not to be scientifically practical or sufficient.
Some research thet literaly “can be done with other subjects’ and sometimes should be done first with
other subjects, cannot be conducted equally well with subjects who can provide informed
consent in those ingtances where crucia information cannot be obtained without the participation of the
same types of subjects who are ultimately going to receive the intervention or otherwise benefit
from the research. Investigators and IRBs must carefully weigh the appropriateness of recruiting
persons with decisional impairment in studies in terms of both the scientific question and subject
concerns.

Proposed Action

The WG proposes that OHRP, working in consultation with FDA, develop and issue interpretive
guidance darifying how these concerns should be addressed within the exigting regulations.

NBAC Recommendation 4: Jugtifying Resear ch Design and Minimizing Risks

Investigators should provide IRBs with a thorough judtification of the research design they will use,
including a description of procedures designed to minimize risks to subjects. In studies that are
designed to provoke symptoms, to withdraw subjects rapidly from therapies, to use placebo contrals,
or otherwise to expose subjects to risks that may be inappropriate, IRBs should exercise heightened
scrutiny.

Discussion

The WG agrees that “invedtigators should provide IRBs with a thorough judtification of the research
design they will use, including a description of procedures designed to minimize risks to subjects.”
NBAC has rightly called attention to the importance of considering research design. Although
current regulations do not explicitly require investigators to justify their research designs, the
information is necessary for IRBs to make the determinations required under 846.111(8)(1)-(2) of the
HHS regulations and 21 CFR 856.111(a)(1)-(2) of the FDA regulations. The IRB must ensure that risks
to subjects “are minimized: (i) by using procedures which are consistent with sound research
design and which do not unnecessarily expose subjects to risk” and “are reasonable in relation to
anticipated benefits, if any, to subjects and the importance of the knowledge that may reasonably be
expected to result.” Since the investigator is in the best position to provide judtification for the
research design, the regulation implicitly requires the investigator to provide thisinformation.

The WG is concerned, however, that some may mistakenly read the last sentence of
Recommendation 4 together with some of the accompanying text as implying that protocols designed to
provoke symptoms, to withdraw subjects from therapies, or to use placebo controls are inherently
unethical. These designs may sometimes expose subjects to heightened risk and, therefore, warrant greater
scrutiny by IRBS, rigorous justification by investigators, and particularly close attention to the subjects
in the study. However, they are not inherently unethical; and the WG does not agree with the
possible implications stemming from the use of the word “otherwise” in the second sentence. It
should also be appreciated that study designs that are inadequate to provide useful
information are unethical .**

The WG dso agreesthat IRBs should ensure that all research designs are judtified by a positive risk-benefit
andysis and that subjects will be fully informed of the risks involved, including those stemming from
assignment to a placebo group in clinical research. “An analysis of each case depends on the validity
of standard treatment, on the seriousness of the disease, the burden of the intervention, and some
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fundamental value questions about whether the risks are worth the possible benefits.”*> As NBAC
points out, it may be worthwhile to remind IRBs that they are required to make these determinations
and to minimize risks as fully as possble for dl research covered by the HHS and FDA regulations,
epecidly research involving vulnerable populetions.

Proposed Action

The WG proposes that OHRP, working closely with FDA on matters of study design, issue such
additional interpretive guidance as it considers necessary to implement this
Recommendation in accordance with the foregoing discussion.

NBAC Recommendation 5: Evaluating Risks and Benefits

Investigators should provide IRBs with a thorough evaluation of the risks and potential benefitsto the
human subjects involved in the proposed protocol. The evaluation of risks includes the nature,
probability, and magnitude of any harms or discomforts to the subjects. The evaluation of benefits
should distinguish possible direct medical benefits to the subject from other types of benefits.

Discussion

The WG strongly supports this recommendation. Although current regulations do not explicitly
require investigators to provide this information, the information is necessary for IRBsto carry out their
obligations under 846.111 of the HHS regulations and 8§56.111 of the FDA regulations - i.e., that risksto
subjects (1) be minimized and (2) be reasonable in relation to (a) the anticipated benefits, if any, and
(b) the importance of the knowledge that may reasonably be expected to result. In the text following the
recommendation, NBAC recognizes that the requirements are implicit in the regulations: “This
recommendation reaffirms what is already in the federal regulations....”: (Report at p. 56).'° IRBs
typically request this information. Thus, the recommendation seems to promote the efficient
operation of IRBs. As the text following the recommendation emphasizes, “ The assessment should
include consideration of the particular procedures proposed and their relationship to the specific
conditions of the individuals who may beinvolved as study subjects.” (Report at p. 56).

Although the investigator isrequired to provide risk assessment information, the recommendation does
not excuse the IRB from making its own independent assessment and evauation as to whether the
protocol should be approved under the Department’ s regulations and guiddines. As NBAC notes, “IRBs
should be dert to the possihility that researchers and subjects may not evauate the risks and benefits of a
particular study inthe sameway.” (Report at p. 56). Participation of “individuals who are knowledgesble
about and experienced in working with these subjects” in accordance with 8§46.107(a) of the HHS
regulations and 856.107(a) of the FDA regulations, may assist the IRB in making its independent
assessment. See above regarding Recommendation 1.

Proposed Action

The WG proposes that OHRP, working in consultation with FDA, issue such additiond interpretive
guidance asit consders necessary to implement this Recommendation.

I11. Recommendations Regar ding | nformed Consent and Capacity

NBAC Recommendation 6: | nformed Consent
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No person who has the capacity for consent may be enrolled in a study without his or her informed
consent. When potential subjects are capable of making informed decisions about participation, they
may accept or decline participation without involvement of any third parties.

Discussion

The WG fully supports this recommendation. Informed consent is the bedrock principle that makes the
enterprise of human research permissible. Soliciting informed consent respects the research subject’s
autonomy. It also enables the subject to make an informed choice about the risks and benefits of
research. Informed consent is a cornerstone of the HHS and FDA regulations.- This
recommendation is consistent with those regulations. See 45 CFR § 46.111(a)(4) and § 46.116 (except
where the IRB may waive consent, “no investigator may involve a human being as a subject in research
covered by this policy unless the investigator has obtained the legdly effective informed consent of the
subject or the subject’s legdly authorized representative’) and 21 CFR 856.111 (a)(4) and 850.20,
respectively. To be legaly effective, consent by the subject requires that the subject have the
capacity to consent; conversaly, decisonmaking by the subject’s surrogate is effective only when the
surrogate is legally authorized to provide consent under State law and the subject lacks capacity to
consent.

NBAC noted and the WG agrees that, where the existing regulations permit waiver of informed
consent, this recommendation does not negate that waiver.

Proposed Action

No action is needed.

NBAC Recommendation 7: Objection to Participation in Research

Any potential or actual subject’s objection to enrollment or to continued participation in a research
protocol must be heeded in all circumstances. An investigator, acting with a level of care
and sengitivity that will avoid the possibility or the appearance of coercion, may approach people
who previoudy objected to ascertain whether they have changed their minds.

Discussion

The WG agrees with this recommendation. Under the HHS and FDA regulations, participation by
subjects is voluntary, and subjects may discontinue participation at any time. 45 CFR 846.116(a)(8) and
21 CFR 850.25(8)(8). Thus, investigators must heed a subject’s objection to participation that is
articulated in any manner. Similarly, investigators must heed a subject’s objection to any
intervention or procedure in the protocal. It is important to determine carefully whether the subject is
objecting to a particular procedure in a study or to participation atogether. If the former, it may be
possible to continue the study without the particular procedure, or if not, to re-approach the
subject with care, as NBAC suggested. Investigators and |RBs must minimize the risk of coercion or
undue influence before and throughout the tria, particularly in approaching vulnerable subjects, who
previoudy objected, to ascertain whether they have changed their minds. 45 CFR 846.111(b) and 21 CFR
§56.111(b). Guidance clarifying the right of individuas with decisona impairment to object to
participation may be hepful to investigators and IRBs.

Further, the WG emphasizes that investigators must take care to minimize risks to any subject who is
withdrawing from the study. Moreover, if a any time there is ambiguity regarding the subject’s
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willingnessto participate, investigators must err on the side of subject safety and autonomy.
Proposad Action

The W G propases that OHRP, working in consultation with FDA, issue such additiond interpretive
guidance asit consders necessary to implement this recommendation.

NBAC Recommendation 8: Assessing Potential Subjects Capacity to Decide about
Participating in a Resear ch Protocol

For research protocols that present greater than minimal risk an IRB should require that -an
independent, qualified professional assess the potential subject’s capacity to consent. The protocol
should describe who will conduct the assessment and the nature of the assessment. An IRB should
permit investigators to use less formal procedures to assess potential subjects capacity if there are
good reasons for doing so.

Discussion

The WG recognizes that accuracy about the subject’s capacity to provide informed consent is a
prerequisite to respect for persons and to compliance with the HHS and FDA regulations.'’
Adopting this recommendation would cregte a strong presumption that IRBs should require forma
capacity assessment for dl greater than minima risk research in this area, although NBAC notes that
IRBs may forego requiring a capacity assessment “if there are good reasons for doing 0.” However, a
requirement, even apresumption, that capacity must be assessed isproblemétic.

Under the regulations, obtaining vaid informed consent from a subject necessarily requires that the
subject have capacity under both the law of the jurisdiction and the regulations. See 45 CFR
§46.116(a) and 21 CFR 850.20 (“no invedtigator may involve ahuman being asa subject in reseerch covered
by these regulations unless the investigator has obtained the legally effective informed consent of
the subject”). Determining that the subject has capacity and can give legally effective consent is
primarily the responsibility of the investigator, who must also apply the local standard to avoid liability
exposure for treatment without informed consent. Under the current regulations, the IRB is also
responsible; for it must determine that the investigator’'s protocol satisfies State and Federa
informed consent requirements. See 45 CFR 846.111 (8)(4) & (b) and 21 CFR 850.111 (8)(4) & (b).

NBAC recommends that aformal capacity assessment be required in almost all cases, rather than at
the IRB’s discretion. Although the WG recognizes the importance of accurate capacity assessment,
requiring aformal assessment would be problematic and premature for a number of reasons. As
NBAC recognizes, most persons with mental disorders that may affect decisional capacity in fact
have decisiona capacity. The same is true of other conditions associated with decisional
impairment. Thus, a requirement, even a presumption, that capacity be formally assessed would
often be unnecessary, and the WG is concerned it could contribute to the lingering stigmatization of
persons with mental disorders.® Moreover, the need to ensure that the subject has capacity to
consent is not unique to this areaand thus will have wider implications.™

Requiring a formal capacity assessment is also problematic and premature because there are no
known, accurate, and validated capacity assessment ingruments for clinica care, let done research
participation. There is also no consensus regarding the professional qualifications necessary to
perform capacity assessments. Determining whether the person performing the assessment can be
“independent” is dso problematic if he or sheis paid by the researcher or is otherwise affiliated with the
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ingtitution; IRBs would need to have a clearer definition before this requirement could be
implemented. Moreover, the standard for legal capacity to consent must be determined under locd laws,
which are not uniform. When crucia issues are unresolved -- such as who should perform the
asesament, what is the proper assessment instrument, and according to what standard for capacity, it
would be inappropriate for the Department to require formal capacity assessments.

Under the current regulations, IRBs remain responsible for determining that every protocol satisfies
State and Federal informed consent requirements and are given the authority to impose any
additiona safeguards they deem necessary, including a formal capacity assessment.® In selecting the
appropriate safeguards, the IRB may consider the potential subjects condition, the degree of
impairment, the complexity of the protocol, the degree of risk involved, the research design,
the phase(s) of the research when capacity is most at issue, and the IRB’s assessment of the
investigator’s ability to provide accurate and ethical capacity assessment. Especialy given the many
unsettled factors in current capacity assessment practices, the WG concludes that IRBs should
continue to have discretion to determine in each case whether capacity assessments or other
safeguards are warranted.

However, the WG recognizes that thereis substantial room for improvement in the way that IRBs handle
the informed consent process. Working with subjects whose decisionmaking capacity may be impaired
is an additiona complication to adequately addressing informed consent. Thus, ensuring the
adequacy of informed consent in genera iscrucid to protecting vulnerable subjects.

The WG agrees with NBAC's recommendation that NIH support research to expand knowledge
about the most appropriate methodologies for assessing decisionmaking capacity so they may
become available to researchers. NIH has dready taken severa steps to increase research and
prioritize studies focused on human subject issues. See Appendix B.

Proposed Action

The WG proposes that OHRP, working in consultation with FDA, issue such additiona interpretive
guidance as it consders necessary to enhance the way in which investigators and IRBs address the
informed consent process, in generd, aswell aswhen decisona impairment isanissue.

NBAC Recommendation 9: Notifying Subjects of I ncapacity Deter minations and Resear ch
Enrollment

A person who has been determined to lack capacity to consent to participate in a research study
must be notified of that determination before permission may be sought from his or her LAR to
enroll that person in the study. If permission is given to enroll such a person in the study, the
potential subject must then be notified. Should the person object to participating, this
objection should be heeded.

Discussion

The WG agrees with the principles embodied in this recommendation but would emphasize them
differently. Respect for persons includes a potential subject’ s right to object to a determination that he or
shelacks capacity, to object to the proposed involvement of third parties, and to object to any participation
in research.”! Bdmont Report a § C.1. Whether or not the person has the capacity to give informed
consent, he or she is entitled to object, without the involvement of third parties, to participation or
continuation in research. Thisright to object isimplemented in current regulations, 21 CFR 50.25(a)(8).%
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Providing a potential subject with notice and opportunity to object to a determination that may lead
to unwanted involvement by others or enrollment in research by another is a necessary prerequiste to
showing respect for personsand therefore crucid to theserights.

Proposed Action

The WG proposes that OHRP, working in consultation with FDA, issue such additiond interpretive
guidance asit considers necessary to implement this recommendation.

1'V. Recommendations Regar ding Categories of Resear ch

Recommendations 10-12 are discussed together.

NBAC Recommendation 10: Resear ch Protocols I nvolving Minimal Risk

An IRB may approve a protocol that presents only minimal risk, provided that:

(A consent has been waived by an IRA pursuant to federal regulations; or

(B) the potential subject gives informed consent; or

(© the potential subject has given Prospective Authorization, consistent with Recommendation
13, and the potential subject’s LAR gives permission, consistent with Recommendation 14;
or

(D) the potential subject’ s LAR gives permission, consistent with Recommendation 14.

NBAC Recommendation 11: Resear ch ProtocolsInvolving Greater than Minimal Risk that Offer
the Prospect of Direct M edical Benefit to Subjects

An IRB may approve a protocol that presents greater than minimal risk but offers the prospect of
direct medical benefit to the subject, provided that:

(A) the potential subject gives informed consent; or
(B) the potential subject has given Prospective Authorization, consistent with Recommendation
13, and the potential subject’s LAR gives permission, consistent with Recommendation 14;

or

© the potential subject’s LAR gives permission, consistent with Recommendation 14. The
research must also comply with Recommendations 7, 8, and 9.

NBAC Recommendation 12: Resear ch Protocols I nvolving Greater than Minimal Risk
Resear ch that Do Not Offer the Prospect of Direct M edical Benefit to Subjects

An IRB may approve a protocol that presents greater than minimal risk but does not offer the
prospect of direct medical benefit to the subject, provided that:

(A) the potential subject gives informed consent; or
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(B) the potential subject has given Prospective Authorization, consistent with Recommendation
13, and the potential subject’s LAR gives permission, cons stent with Recommendation 14;
or

(© the protocol is approved by the panel described in Recommendation 1, or falls within the
guidelines developed by the panel, and the potential subject’s LAR gives permission,
consistent with Recommendation 14.

The research must also comply with Recommendations 7, 8, and 9.
Discussion

The WG agrees with the principle, reflected in NBAC's Recommendations 10, 11, and 12, that
additional safeguards are warranted when research is directed toward subjects with mental or
physical conditionsthat are associated with decisiona impairment. This principle is consistent with current
requirements of the HHS regulations a 45 CFR 846.111(b) and the FDA regulations at 21 CFR
856.111(b).

However, as detaled in the next section on Recommendation 13, the WG believes that widespread
execution of Prospective Authorizations for research is unlikely. Moreover, the large number of
proposed protocols that Recommendation 12 would require to be reviewed by the SSP could make this
recommendation impractica to implement. (See analysisin section A.ll.aabove).

The WG senses substantid polarity of opinion within the research and ethics communities regarding the
involvement of subjects with decisional impairment in greater than minimal risk research that presents
no prospect of direct benefit to the individual subject. Some have asserted that such research cannot
be justified under any circumstances. Some have argued that certain important, grester than minimal
risk research may be judtifiable only in terms of “future benefits to others who have or will develop the
condition or disorder” under study, or that prohibiting such research “would contribute to needless
suffering.” (See, e.g., NIH, Interim - Research Involving Individuals with Questionable Capacity to
Consent: Points to Consider, Appendix C). Others have asserted that certain non-treatment research
(e.g., laboratory sudies involving lumbar punctures or CT scans with contrast; population-based
epidemiology studies), while presenting somewhat more than minimal physica, psychologicd, or socid
risk to subjects, may be judtified if appropriate protections are provided to safeguard subjects’ rights
and welfare. Still others question why NBAC limited its condderation to the prospect of direct
medical benefit to subjects, especialy with regard to nonmedica research, without considering
possible psychological or socia benefits.

Proposed Action

The WG proposes that OHRP, working in consultation with FDA, solicit additiona public comment
regarding gppropriate approva standards asafunction of differing levels of risk in research directed toward
subjects with mental or physicd conditions tha are associated with decisona impairment. The WG
proposes in particular that a formal Federal Register solicitation request comment on appropriate
mechanisms for ensuring needed protections; appropriate regulatory frameworks for characterizing
informed consent and IRB approval requirements as a function of differing levels of risk; and
acceptability of certain overarching principles.

a  With respect to mechanisms, the solicitation could invite comment on &t least three dternatives:

i. best practice consensus building
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OHRP/FDA guidance; and iii rulemaking;

With respect to the regulatory frameworks for review of research protocols that would involve
decisondly impaired subjects but offer no prospect of direct benefit to them, the solicitation could
invite comment on at least three dternative gpproaches:

leaving discretion with the cognizant IRB - in accord with current regulations and guidance
such asthe NIH “Pointsto Congider” (Appendix C);

establishing a regulatory structure similar to that used in the children’s regulations, 45
CFR 46.406 - i.e., introducing a concept such as “minor increment above minima risk”;
authorizing IRBs, with appropriate guidance, to approve research protocols in this risk category
as wdl as the “minima risk” category, but requiring that IRBs defer to a national-level panel
regarding research protocols that present “more than a minor increment above minimal risk”;
and

establishing the regulatory structure recommended by NBAC in the Report.

With respect to overarching principles, the solicitation could invite comment on at least the
following candidates:

Vi.

Additional safeguards are needed for al HHS-conducted, HHS-supported, or HHS-
regulated research that is directed toward subjects with mental or physical conditions
that are associated with decisional impairment.

ii. Additiond safeguardsthat should be consdered include: the use of independent consent monitors,

independent assessment of the subject’s capacity to consent, advance research directives or
prospective research authorizations, waiting periods, and special communication
techniques. In general, safeguards should be commensurate with the degree of risk, the nature
of therisk, the complexity of the research, and the degree of the subjects impairment.

For dl research involving subjects with mentd or physica conditions that are associated with
decisional impairment, any subject’s objection to any research procedure or intervention or to
participation in research should be honored.

Minimal risk research should be permitted if (a) the legally effective informed consent of the
subject or the subject’'s LAR is obtained, or (b) informed consent requirements may be
waived in accordance with Subpart A of 45 CFR Part 46.

Greater than minimal risk research that presents the prospect of direct benefit to
the individual subject should be permitted if (a) the relation of the anticipated benefit to the
risk is at least as favorable to the subject as that presented by available aternative
approaches, and (b) the legally effective informed consent of the subject or the subject’ sLAR is
obtained. In determining whether a protocol presents a prospect of direct benefit to the subject,
the IRB may consider medical, psychologicd, socid, or other benefits that it deems relevant
and meaningful.

Greater than minimal risk research that presents no prospect of direct benefit to the
individual subject should be permitted if (@) the legdly effective informed consent of the
subject or the subject’s LAR is obtained; (b) the research only presents experiences that are (i)
likedy to be identicd to, or reasonably equivdent to, experiences inherent in the target
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population’s actual medical, dental, psychological, social, or educational stuation; and (ii)
congstent with accepted professona standards relative to the target population; (c) appropriate
additional safeguards are included to protect the rights and welfare of the subjects; and (d) the
research is likely to yield important generalizable knowledge about the subject’s disorder or
condition.

vii. Other research or classes of research presenting greater than minimal risk without- - progpect
of direct benefit to theindividual subject should be permitted if the Secretary, after consultation
with apanel of experts, determinesthat (a) the research presents a reasonable opportunity to
further the understanding, prevention, or aleviation of a serious problem affecting the health
or welfare of persons with mental or physical conditions that arc -associated with decisional
impairment; (b) the research will be conducted in accordance with sound ethical principles;
and (c) the legally effective informed consent of the subject or the subject’ SLAR will be
obtained.

V. Recommendations Regar ding Surrogate Decisonmaking

NBAC Recommendation 13: Prospective Authorization

A person who has the capacity to make decisions about participation in research may give
Prospective Authorization to a particular class of research if its risks, potential direct and indirect
benefits, and other pertinent conditions have been explained. Based on the Prospective Authorization,
an LAR may enroll the subject after the subject has lost the capacity to make decisions, provided
the LAR isavailable to monitor the subject’ s recruitment, participation, and withdrawal. The greater
the risks posed by the research protocol under consideration, the more specific the subject’'s
Prospective Authorization should be to entitle the LAR to permit enrollment.

Discussion

The WG agrees that an advance directive for research, such as NBAC's “ Prospective Authorization,”
where permitted by State or other applicable law, can be extremely useful in some circumstances. For
example, a valid Prospective Authorization may be useful and feasible if executed prior to
enrollment in a protocol during which decisionmaking capacity may become impaired or by a person
who has been diagnosed with a degenerative disorder, such as Alzheimer’ sdisease.

However, the recommendation will not prove useful to most subjects whose conditions are
associated with decisond impairment. Fird, individuals who have never had capacity will be unable to
execute a Prospective Authorization.

Second, it is unlikely that Prospective Authorizations will be executed by a significant number of
individuals. Mogt States authorize advance directives for end-of-life medica care (such asaliving will or
adurable power of attorney), yet few individuals use them, even though most patients are informed
of this option and provided with forms by their hedlth care facilities. Since individuals would be more
motivated to indicate preferences regarding end-of-life care than to indicate preferences regarding
involvement in research without direct benefit, Prospective Authorizations will seldom play arole in this
area of research.

Finally, because of the degree of specificity suggested in the recommendation’s explanatory text, it is

extremdy unlikdly that a validly executed Progpective Authorization will be effective, except for those
executed immediately before the subject’s enrollment in a protocol. Due to scientific progress, research
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designs and interventions are congtantly evolving; consequently, the ability to predict the attendant risks
and benefitswill diminish over time.

The WG agrees with NBAC that autonomous choices, made while capable, to cover future periods of
mental impairment or incapacity should be respected. When a loss of decisional capacity is
foreseedble, investigators should encourage subjects to consder how their wishes regarding reseerch may
be carried out; and IRBs should consider the necessity of this safeguard. Any advance directive rejecting a
research intervention must be heeded. With regard to advance directives to participate in research,
investigators must observe local laws regarding their vaidity and effect.”

All or nearly all the States recognize the right of individuals with capacity to have their
wishes regarding hedlth care carried out after a loss of capacity, particularly where the wishes are
formalized in an advance directive. However, the WG is not aware of any State that has recognized the
vaidity of an advance directive for research. It would be helpful to IRBs, investigators and subjects
if the States addressed the issue of advance directives for research. Until then, Federa action
regarding such a Prospective Authorization would not be productive; although, as addressed below in
connection with Recommendation 17, ascertaining the wishes of subjects for whom impairment of capacity
isforeseeable may be beneficid.

Proposed Action

The WG proposes that the Secretary make the States aware of NBAC's Recommendations and our
proposed actions and encourage the States to consider them, by sending copies of NBAC's Report and
this Analysis to the States' Attorneys General.

Recommendations 14-16 are discussed together.
NBAC Recommendation 14: L egally Authorized Representatives

An LAR may give permission (within the limits set by the other recommendations) to enroll in a
research protocol a person who lacks the capacity to decide whether to participate, provided that:

A the LAR bases decisions about participation upon a best estimation of what the subject
would have chosen if capable of making a decision; and

(B) the LAR isavailableto monitor the subject’ srecruitment, participation, and withdrawal from
the study; and

(© the LAR isa person chosen by the subject, or isarelative or friend of the subject.

NBAC Recommendation 15: Expansion of the Category of Legally Authorized Representatives and
of the Power s Granted under Statutesfor Dur able Power sof Attorney (DPA) for Health Care

In order to expand the category of LARS:
A an investigator should accept as an LAR, subject to the requirements in recommendation 14, a

relative or friend of the potential subject who is recognized as an LAR for purposes of
clinical decison making under the law of the state wher e the research takes place.
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(B) states should confirm, by statute or court decision, that:
(1) an LARfor purposes of clinical decison making may serveasan LARfor research; and

(2) friendsaswell asrelatives may serve as both clinical and research LARsif they are
actively involved in the care of a person who lacks decisionmaking capacity.

NBAC Recommendation 16: State L egidation Regar ding Advanced Dir ectivesfor Research

Sates should enact legislation, if necessary, to ensure that persons who choose to plan for future
research participation are entitled to choose their LAR.

Discussion

The WG agrees with NBAC that determining who may serve as an LAR and how the LAR should
make decisions is important to research involving persons whose conditions are associated with
decisona impairment. The current regulations recognize and implement the principle that State law
controls on the issue of who may provide consent for a decisionally-impaired individua to
participate in research.* The NBAC recommendations also appear to recognize this principle, but it is
not clear that NBAC accounted for al the potentid conflicts between State law and Federa
requirements or for the State-Federal coordination problems inherent in its recommendations.

Recommendation 14 suggests an amendment to the regulations that would define “Legaly
Authorized Representative” to include “a person chosen by the subject, or [who) is a relative or
friend of the subject,” and those who may serve as surrogate decison-makers for hedth care. In the
absence of a vdid and effective Progpective Authorization, NBAC's framework would extend the
authority of LARSs to enroll subjects only to minimal risk research or to research where thereis a
prospect of direct benefit, unless the protocal has been gpproved by the SSP of Recommendation 2.
Otherwise, where research involves grester than minimal risk and does not hold out the prospect of.
direct benefit, the authority of the LAR would apparently extend only to permitting continued
enroliment or withdrawing the subject. It is not clear how these recommendations would relate to
Sate laws, which may be more or lessredtrictive.

Because issues surrounding the authority of a surrogate to act on behdf of another are the province of
State law, investigators must comply with both local law and the Federd regulations® There are no
potential conflicts or coordination problems so long as Federal requirements are in addition to State
law requirements, or vice versa However, if the State and Federd requirements are discordant, researchers
would face the dilemma of jeopardizing their Federal funding or subjecting themsdlves to potential
liability under State law. Recommendation 14(B), referring to the LAR’s availability to monitor the
subject’s participation in the research, could be implemented in addition to State law requirements.
However, 14(A) and (C) propose Federd requirements that may be contrary to State law. ‘This is
goparently recognized in Recommendation 15(B), in which NBAC recommends that State law be
amended to be consistent with Recommendations 14(C) and 15(A). Except for Recommendation
14(B), implementing NBAC's recommendations as Federa requirements for LARs would be
dependent upon action by the States.

Recommendations 15 and 16 are not directed to the Department. However, as NBAC recognized, State
laws would have to change in order for the other recommendations regarding LARS to be
operaiond. Not al States have addressed the issue of who may act asan LAR in the aosence of an advance
directive. Those that have addressed the issue have only identified LARs for making health care trestment
decisons.
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However, the WG notes that one State that has tried to address research involving persons with decisona
imparment, including LAR issues, has now abandoned that effort. Maryland’s Assistant Attorney
Generd recently wrote a letter gating that the “ effort at finding common ground must be reckoned a
falure” “With some opponents damning the bill as unacceptably onerous and others as unacceptably
weak, committee, approval would have been most unlikely. Therefore, our effort to pursue this
legislation has ended. The legal status quo, unsatisfactory asit iswill remain.”*

Despite such potentia difficulties, it would be helpful to IRBs, investigators and subjectsiif the
States addressed the issue of research LARs both under, and in the absence of, advance directives.

Proposed Action

The WG proposes that the Secretary make the States aware of NBAC's recommendations and our
proposed actions and encourage the States to consider them, by sending copies of NBAC's Report and
this Analysisto the States' Attorneys General.

NBAC Recommendation 17: Involving Subjects Family and Friends

For research protocals involving subjects who have fluctuating or limited decisonmaking capacity or
prospective incapacity, IRBs should ensure that invettigators establish and maintain ongoing
communication with involved caregivers, consstent with the subjects autonomy and with medical
confidentiality.

Discussion

The WG agrees that - when a research protocal involves a subject with fluctuating decisionmaking
capacity, limited decisonmaking capacity, or prospective decisonmaking incapacity - anticipatory
discussons among the subject, the investigator(s), caregiver(s), and/or other concerned parties could
contribute materialy to the subject’ s safety and wefare during the course of the research. The WG agrees
further that, when fostering such discussons, investigators and IRBs are obliged to be mindful of the
subject’ s autonomy, the confidentiality of information, and the requirements of applicable statutes.”’

The WG does not endorse the specific recommendation that IRBs be required to “ ensure that
investigators establish and maintain ongoing communication with involved caregivers”® (Emphasis
added). In view of the inherent difficulty of achieving a consensus on the definition of such core
concepts as “involved caregiver” and “consistent with the subject’s autonomy and medical
confidentiality,” development of an effective regulatory requirement seems likely to involve a
challenging and possibly protracted rulemaking process. Moreover, implementation of requisite
procedures to ensure that gppropriate communication is established and maintained would impose new
burdens of effort, time, and cogts upon IRBs a atime when many of them frequently are hard-pressed to
discharge their current functions.

The WG bdieves that, where the subject might be expected to lose decisionmaking capacity during the
research, temporarily or permanently, investigators should solicit the subject's preferences
regarding communications with, and involvement of, caregivers or other concerned parties prior to
commencement of the study. Under 45 CFR 846.111(b) and 21 CFR 8§ 56.111(b) an IRB may so
require, if it determines that safeguard is warranted for a particular protocol.

Proposed Action
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The WG proposes that OHRP, working in consultation with FDA, issue such additiona interpretive
guidance as it considers necessary to implement this recommendation in accordance with the
foregoing discussion.

V1. Recommendations Regar ding Education. Resear ch, and Support

NBAC Recommendation 18: Reviewing and Developing Educational Materials Regarding
Research

Professional associations and organizations should develop (or review their existing) educational
materials pertaining to research involving persons with mental disorders to ensure that they are
adequate to inform the health care community and the public of ethical issues related to the
involvement of such persons as research subjects, and to convey the importance of measures to
ensure that their rights and we fare are adequately protected

Discussion

This recommendation is not directed at the Department. However, the WG endorses this
recommendation for dl conditions that may cause decisond impairment and commends it to these
associations and organizations for consideration.

Proposed Action

No Departmental action is needed.

NBAC Recommendation 19: Expanding K nowledge about Capacity Assessment and | nfor med
Consent

The National Institutes of Health (NIH) should sponsor research to expand understanding about
decisionmaking capacity, the best means for assessing decisionmaking capacity, techniques for
enhancing the process of informed consent, and the possible roles of surrogate decison makers in
research. It should sponsor research to evaluate the risks of various research interventions, and the
attitudes of potential subjects toward the prospect of participating in research. Particular attention
should be paid to attitudes toward participating in research of greater than minimal risk that does not
offer the prospect of direct medical benefit to subjects. These data may be of particular value to the
panel described in Recommendation 2.

The NH should ensure that proposals for training grants and center grants include appropriate
provisions for training and technical assistance in the issues discussed in this report. Where
appropriate, NIH and OPRR should consider using consensus development conferences or
wor kshops to advance discussion of these issues.

Discussion

The WG agrees with NBAC on the need for research and training in the area of human subject
protections in genera and the area of protecting vulnerable subjects in particular. The NIH
gppreciaes NBAC's acknowledgment of its support for research and training in informed consent,
research ethics, and issues associated with decisiona impairment. HHS is currently conducting
many activitiesthat address the concerns outlined in this recommendation.
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One of the most important of the activitiesinthisareaisthe NIH Program Announcement on Resear ch
on Ethical Issuesin Human Studies, which was released March 31, 1999 (PA NUMBER: PA-99-
079) and isongoing. This PA is designed to encourage empirica studiesthat are expected to fill many gaps
in our knowledge and understanding of the complex ethica issues that arise when involving human
participantsin research. Some possible research topicsinclude:

Evauate the cognitive ability required to comprehend, appreciate, and reason in order to
consent to specific experimental procedures and risks; to differentiate between
research and standard treatment; and to distinguish between discretionary and
obligatory activities (e.g., quid pro quo add-on studies or wrgparound sudies).

Develop and test new means of sustaining autonomy to be used in situations of
declining or loss of capacity, means can include current yet untested advance
directives for research and consent programs for organ donation (e.g., durable power of
attorney, proxy, legally authorized representative).

Investigate how potentid participants weigh risks and benefits, e.g., what factors
would lead individuds to participate in Sudies that present significant risk with little or
no prospect of direct benefit.

Apply exiging knowledge from cognitive, behavioral, socia, and educationd fidds to
develop practical, reliable, valid, and efficient methods and instruments for
assessing capacity to comprehend, appreciate and/or reason in a research setting,
especidly when individuals with cognitive, psychiatric, and developmentd disorders are
involved; the focus should be on functional abilities rather than on clinicd
diagnosis.

Some additional NIH research and training activities are highlighted below. Details on these and

other NIH and CDC activities can be found in appendix B.

Resear ch Activities
NIH/DOE/VA Request for Applications on Informed Consent to identify and validate
methods for improving the informed consent processin scientific research..

The Nationa Ingitute on Desfness and Other Communication Disorders Working
Groups on (1) Condderations for Developing and Implementing Genetic Diagnogtic
Tests for Hereditary Hearing Impairment and Other Communication Disorders
(December 1998) and (2) Communicating Informed Consent to Individuads- Who Are
Deaf or Hard-of Hearing (May 1999).

Clinicd Center Department of Clinica Bioethics.

ORWH/NCI/NAPBC/PRIM& R/ARENA Meeting, “Informed Consent and IRB
Review: A Modd for Review and Discussion.”

Training Activities

NIH/CDC/HRSA/AHCPR/SAMHSA Mentored Scientist Development Award in
Research Ethics-Program Announcement
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National Ingtitute of Mental Health “Investigators Guide.” Informed Consent
Working Group [1997-99].

NIMH *Participants Guide to Clinical Mental 1/Iness Research.”

Office of Intramural Research/NIH Committee on Scientific Conduct and Ethics.

In addition, the WG is aware that the OHRP is initiating an aggressve effort to educate research
investigators, IRB members, and relevant staff. OHRP will work closely with HHS agencies to ensure
that dl personnd involved in the conduct or administration of research receive gppropriate training related
to human subject protection and informed consent, including issues related to capacity assessment.

Proposed Action

The WG proposesthat the Secretary charge the Director of NIH to determine and take whatever
additional action is needed in thisarea.

NBAC Recommendation 20: | ngtitute of M edicine Review of Resear ch Studies

The Department of Health and Human Services should contract with the Ingtitute of Medicine (10M)
to conduct a comprehensive review and eval uation of the nature and extent of challenge, washout, and
placebo controlled studies with subjects with mental disorders that may affect decision making.

Discussion

The WG agrees with NBAC that these study designs may expose subjects to additional risk and
therefore warrant heightened scrutiny. Data, guidelines and other resources may be helpful to
investigators, IRBs, and others reviewing research supported by the Department, who must
determine when these study designs are justifiable. The WG notes that the National Institute of
Menta Hedth (NIMH) has dready taken subgtantia steps regarding these concerns. In December 1998,
NIMH sponsored a workshop on “Medication Discontinuation and Symptom Challenge
Designs,” bringing together scientigts, bioethicists, consumers, family advocates, HHS regulatory steff,
and Congressiond gaff Based on this, the Nationd Advisory Mental Hedth Council crested a specid
Council Workgroup on Human Subject Research to consder “fundable’ grant applications involving
potentidly problematic human protection issues. This group, acting Snce July 1999 via the Council, has had
asubgtantia effect on assuring that risk/benefit evaluations, informed consent, and dinica ssfeguards are
properly consdered. The NIMH is dso involved in discussons regarding the appropriate use of placebo
controls, access by research participants to useful clinical information after a clinical trial, and other key
issues.

The NIMH will continue to take steps to better safeguard human research volunteers upon whom
clinica research depends - both to monitor studies and to anticipate emerging issues in research
involving potentidly vulnerable populations. In addition, OHRP will work with al components of the
Department to enhance protections for human subjects.

Proposed Action

The WG proposesthat the-Secretary charge the Director of NIH, in consultation with the OHRP Director
and the FDA Commissioner, to determine and take whatever additional action is needed in this area.
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NBAC Recommendation 21: Increased Funding to Support Necessary Protections of Human
Subjects

Compliance with the recommendations set forth in this report will require additional resources. All
research sponsors (government, private sector enterprises, and academic ingitutions) should work
together to make these resources available.

Discussion

The WG recognizes that IRB burdens continue to expand and agrees that IRBs need additional
resources to support them in protecting human subjects. This recommendation has been made by the
Office of the Inspector Genera (OIG),” others, and now NBAC. The OIG concluded that “[a]s they
have for about 25 years, IRBs continue to provide vita protections for human subjects”* but found
them to be vulnerable for a number of reasons, particularly the dramatic increase in IRB workl oads*!
while “ staffing levels and budgets have remained the same at many IRBs.” In addition, “[m]anaged care
cost pressures have constrained the time that IRB members have to devote to reviewing
protocols.... With limited personnd and few resources, IRBs are hard pressed to give each review
sufficient attention.”* Thus, the OIG recommended that |RBs be provided with sufficient resources to
be able to effectively carry out their function.”*

The WG agrees with NBAC' s recommendation. Some ingtitutions have increased support for IRBs, but
“[m]any IRBs are not sufficiently supported by their ingtitutions”* Not dl ingtitutions may have the
ability to increase funding to IRBs without causing detrimental effects elsewhere within the
institution.

IRBs reviewing protocols from commercial sponsors are free to request full reimbursement of the
cogs of IRB review, dthough this opportunity appears to be underutilized. Ingtitutions conducting
Federaly-gponsored research are able to seek reimbursement for IRB expenditures through indirect cost
paymentsthat are aregular part of research awards.

Proposed Action

The WG proposes that the Department continue to work with awardee institutions to increase the financial
support availableto IRBs.

! Most federal agencies that conduct or support research involving human subjects have adopted regulations
based on the language set forth in Subpart A of 45 CFR 46. This set of common regulations is referred to
as the Federal Policy (Common Rule) for the Protection of Human Subjects. The FDA regulations at
21 CFR Parts 50 & 56 are FDA'’s equivalent to the Common Rule.

2 Mental Health Report, Executive Summary p. viii.

3 “IT]he primary concern of this report is with the potential effect of neurologic or psychiatric
conditions on the decisional capacity of potential research subjects.” Report at p. 20. “The specific
concern of this report, however, is with persons whose decisional impairments may be related to the presence
of what we currently understand to be a mental disorder.” 1d. Part of NBAC' s limiting its focus in this way may
result from its conclusion that additional steps needed to be taken to “both enhance existing protections and
facilitate broad public support for continued research on mental disorders.” Harold T. Shapiro, Letter
transmitting the Report (January 8, 1999) (emphasis added).

“* Mental Health Report, Executive Summary, p. Xii.
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® For example, at pages 5-6, the Report states:

NBAC was mindful of the concerns that could arise from a focus on individuals
who are members of a group (i.e., persons with certain mental disorders) rather than on
persons who share a common functional characteristic (i.e., questionable decisionmaking
capacity). This focus could raise the specter of equating mental disorders with incapacity
and thus potentially stigmatize these individuals. NBAC shares this concern and recognizes
that not al persons with mental disorders haveimpaired decisionmaking capacity.

To assume that a diagnosis of a menta disorder implies that a person is incagpable of
deciding whether to participate in a research protocol is preudicial and incorrect....
Although persons with mental disorders are not necessarily decisionally impaired, much
less decisionally incapable, any evidence that places a person’s decisionmaking
ability into question should trigger a clinical assessment Any disorder that aters
mentation may adversdly affect decisonmaking ability ....

® Concerns have been raised about the need for input from communities that would be affected most by the
expansion of the recommendations ‘scope. No particular action is needed to, address those since any proposed
Departmental action should provide ample opportunity for comment by the public.

 Although “NB AC principally focused its attention on those who may be primarily considered for research
protocols because it is their particular mental disorder that is being studied” (Report a p. 5), NBAC's
recommendations encompass more than such protocols. Even within the field of mental disorders, NBAC's
scope would include protocols about a condition that may cause impairment, even if it is improbable that the
subjects will be decisionally impaired (because, for example, their condition isonly mild, or at an early stage).

8 See, e.g., Subpart B of the Regulations, which appears to be concerned with both research involving pregnant
women as subjects and research “activities directed toward pregnant women.” § 46.201 (8)(2) and the heading of §
46.207.

® The Emergency Research Regulations provide precedent for the mode of consultation envisioned by NBAC; see
21 CFR 850.24(a)(7): “consultation ... with representatives of the communities in which the clinica
investigation will be conducted and from which subjects will be drawn.”

19 See endnote 19 re: subpart B proposal.

1 |f the IRB determines that including such individuals is necessary to protect the subjects, then HHS and
FDA regulations (45 CFR 846.111(b) or 21 CFR 856.111(b)) seemingly require their inclusion.

12 Under 45 CFR §46.407, parents or guardians are permitted to enroll a child in research that presents
more than a minor increase over minimal risk, provided that, after the Secretary consults a panel of experts
and alows for public review and comment, the Secretary finds that “the research presents a reasonable
opportunity to further understanding, prevention, or dleviation of a serious problem affecting the hedth or
welfare of children” and that “the research will be conducted in accordance with sound ethical principles.”

3 Moreover, public discussion is also warranted by existing disagreements on whether persons with
decisional impairment may be involved under any circumstances in any research having greater than minimal
risk and no prospect of direct benefit - even with review by a national panel.

14 Report at p. 9 (“respectful trestment begins with soundness in research design, which is the sine qua non for
ethical research involving human subjects’). Also see Office for Protection from Research Risks (OPRR) -
IRB Guidebook, Ch. IV - Considerations of Research Design, Part A: “Me value of research depends upon the
integrity of study results .... [I]f a research study is so methodologicaly flawed that little or no reliable
information will result, it is unethical to put subjects at risk or even to inconvenience them through participation
in such astudy.”
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> See, eg., testimony/statement of Dr. Norman Fost before the Pediatric Advisory Subcommittee, a
Subcommittee of the FDA Anti-infective Drugs Advisory Committee, Ethical Issues Day |, November 15,
1999.

18 NBAC aso intends the recommendation to facilitate the IRB’ s determination of risk levels.

7 At least one State appeal's court has suggested that the same constitutional requirements that must be observed
before the involuntary administration of anti-psychotic drugs aso apply to enrolling children, or adults who lack
capacity, in greater than minimal risk research without benefit to the subject. T.D. v. N. Y. Office of Mental
Health, 650 N.Y.S.2d 173 (N.Y. Appellate Division 1996). Those requirements include notice to the subject, or a
surrogate, and the opportunity to object at a judicia or an administrative hearing to both the capacity
determination and the intervention. On appeal, New York’s highest court disapproved of the appeal
court’s foray into constitutional analysis after it had already determined that the regulations were invalid
on the narrower legal grounds that the promulgating body had no authority to issue those regulations. T.D. v.
N. Y. Office of Mental Health, 91 N.Y.2d 860, 690 N.E.2d 1259 (1997). As a reault, the intermediate court's
condtitutional analysis carries no legal weight; the higher court did not weigh in on the substance of the
congtitutional analysis.

18 For example, the self-esteem of subjects who become aware that their capacity is being questioned may suffer.
Even if the assessment is handled in a confidential and sensitive manner, the fact that the subject’s capacity has
been assessed may have implications outside the research protocol; for example, the subject may be
asked on ajob or security application if hisor her capacity has ever been tested or questioned.

19 As an example see, in response to comments received on the proposed changes to Part B, HHS noted the
following:

The Department notes that ensuring that information is understood and checks for understanding
tailored to particular situations are not precluded by the regulations, nor are they unique to
research with pregnant women. Subpart A affords IRBs the opportunity and the authority to
ensure the adequacy of informed consent and protections by imposing additional requirements or
monitoring the research or consent process.

% The HHS regulations at 45 CFR §46.111(b) and FDA regulations at 21 CFR § 56.111(b) aready require that
research involving subjects with mental disabilities include additional safeguards to protect the rights and
welfare of those subjects. Some other safeguards available to IRBs include: requiring modification of the
informed consent process so as to empower the subject to decide whether to enter or continue in a research
study, requiring that LARs be educated about the research in order to better perform their duties, and monitoring
of the consent process or the research. Another issue not settled by NBAC's recommendation is when
capacity assessments most be performed, particularly when capacity is expected to fluctuate over time. The
IRB may determine that an ongoing safeguard such as monitoring would be more effective than discrete
capacity assessments.

% See also endnote. 17.

2 |n fact, the FDA further recognized the importance of this right in the emergency research regulations. “If
a legally authorized representative or family member [of a subject who lacked capacity at the time of the
emergency] istold about the clinical investigation and the subject’s condition improves, the subject is also
to be informed as soon as feasible.” 21 CFR 850.24(b).

% Some states may permit LAR's, even in the absence of a Prospective Authorization, to enroll subjectsin
certain types of research based on substituted judgment.

2 The regulations define the term “legally authorized representative” to mean “an individual or judicial or other
body authorized under applicable law to consent on behalf of a prospective subject to the subject’s
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participation in the procedure(s) involved in the research.” 45 CFR § 46.102(c) and 21 CFR 850.3(1).

% Sections 46.116 and 50.20 provide that, except as otherwise provided in 45 CFR Part 46 or 21 CFR
Part 50, respectively, no investigator may involve a human being as a subject in research covered by the
regulation, “Unless the investigator has obtained the legally effective informed consent of the subject or
the subject’ s legally authorized representative.” (Emphasis added).

Guidance on consent by a legally authorized representative is provided in “Interim-Research Involving
Individuds with Questionable Capacity to Consent: Points to Consider”
(http://grants.nih.gov/grants/policy/questionablecapacity.htm) under the heading “Use of a Surrogate.”
This statement was developed to assist IRBs and clinical investigators in protecting research participants
who are, may be, or may become decisionally impaired by NIH in consultation with a broad array of experts on,
and participantsin, clinical research, bioethics, mental hedlth, substance abuse, and age-related conditions, as well
as agencies and groups concerned about clinical research and human subject protections. According to the
statement, “where permitted by law, individuas with impaired capacity may have a family member or other
legally authorized representative serve as a surrogate for research decisions, with this role documented
during the consent process” The surrogate should make research decisons based on subgtituted judgment
whenever possible. Otherwise, best interest standards are to be used if the values of the individua are not known or
cannot be given legd effect. The statement also emphasi zes the importance of surrogates receiving some education
about their own role and the cognitive and health status of the research participant, as well as about the study in
which the participant may beinvolved.

% |_etter of Maryland Assistant Attorney General Jack Schwartz to Gary Ellis (February 7, 2000).

' A number of findings of the Surgeon General’s Mental Health Report, are particularly relevant:

State and Federal laws protect the confidentidity of health care information but are often
incomplete because of numerous exceptions which often vary from state to sate. Several states
have implemented or proposed modes for protecting privacy that may serve as a guide to
others.

States, consumers, and family advocates take differing positions on disclosure of mental
health information without consent to family caregivers. In states that allow such
disclosure, information provided is usualy limited to diagnosis, prognosis, and information
regarding treatment, specifically medication.

When conducting mental health research, it is in the interest of both the researcher and the
individual participant to address informed consent and to obtain certificates of confidentiality
before proceeding. Federd regulations require informed consent for research being conducted
with Federal funds.

K*kk*k

Until the stigma associated with mental illnesses is addressed, confidentiality of mental
health information will continue to be a critica point of concern for payers, providers, and
consumers.

Executive Summary, page xviii.

% Anissue of some controversy in mental health iswhether families should be provided information regarding their
adult child in certain circumstances....

Family advocates often take the podition that afamily in a caregiving role should have access to

sometypes of information whether or not the individual specifically has consented to the
disclosure, because it is necessary to play a caregiving role (Lefly, 2000). Advocates for
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consumer-recipients often argue that consent should be required, because the right to
confidentiality belongs to the recipient of services, and because there may be intrafamily
conflictsthat could be exacerbated by the rel ease of information to family members.

Surgeon General’s Mental Health Report Chapter 7at .

# QOIG, Institutional Review Boards: A Time for Reform (OEI-01-97-00193) June 1998, at p. 4.

30 I d

% The IRBs studied “reported average incresses of 42 percent ininitial reviews during the past 5 years, with the result
that some of them are reviewing more than 2,000 protocols. At the same time, these IRBs are being deluged with
adverse event reports from the multi-center triasthey oversee” 1d at p.5.

% |d a 6. “The resources we refer to are, above dl, the human resources represented by staff and board members, but
aso space, computers, and other dements essentia to an efficient and effective IRS.” Id. at p. 19.

#1d. at p. 19.

# 0OIG, Institutional Review Boards: Promising Approaches (OEI-01-97-00191) June 1998, at p. 1.
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APPENDIX B

DHHS Research and Training Activities
Addressing Protections of Human Subjects

NIH Research Activities

NM Program Announcement on Resear ch on Ethical | ssuesin Human Studies, (highlighted in response
to#19) which wasrdeased March 11, 1”9 (PA NUMBER: PA-99-079). ThisPA isdesigned to encourage
empirica studiesthat are expected to fill many gapsin our knowledge and understanding of the complex ethical
issuesthat arise when involving human participants in research. Some possible research topics include:

o Evduatethe cognitive ability required to comprehend, appreciate, and reason in order to consent to specific
experimental procedures and risks; to differentiate between research and standard treatment (e.g.,
therapeutic misconception); and to distinguish between discretionary and obligatory activities (e.g.,
quid pro quo add-on studies or wrap-around studies).

0 Deveop andtest new meansof sugtaining autonomy to be used in Stuations of declining or 1oss of
capacity; means can include current yet untested advance directives for research, and consent programs
for organ donation (e.g., durable power of attorney, proxy, legally authorized representative) and
especially novel and innovative approaches.

0 Investigate how potential participants weigh risks and benefits e.g., what factors would lead
individuals to participate in studies that present significant-risk with little or no prospect of direct
benefit.

o Apply exigting knowledge from cognitive, behavioral, socid, and educationd fieldsto develop practicd,
religble, valid, and efficient methods and instrumentsfor ng cgpacity to comprehend, appreciate and/or
reason in aresearch setting, epecidly when individual s with cognitive, psychiatric, and developmentd
disorders are involved; the focus should be on functiond abilities rather than on clinica diagnosis.

The National Institute on Deafhess and Other Communication Disorders Working Groups. One
December 8, 1998, the Working Group on Considerationsfor Developing and Implementing Genetic Diagnostic
Testsfor Hereditary Hearing Impairment and Other Communication Disorders considered the role of genetic
tegting as it pertainsto the research community engaged in the study of the genetics of hearing. I ssues needing
attention by these communities before such testing should be considered include informed consent. On May 25,
109, the Nationd Intitute on Deafness and Other Communication Disorders (NIDCD), Nationd Intitutes of
Hedlth (NIH), convened aday-long working group on “ Communicating Informed Consent to Individuals Who
Are Desf or Hard-of-Hearing,” in Bethesda, Maryland. The purposes of the meeting were: (1) to darify issues
of informed consent; (2) to devel op guiddinesfor use by scientistiswho are recruiting deaf or hard of hearing
individualsto participate in clinica research; (3) tohighlight materials for the scientific community to usein
facilitating clear communication between deaf or hard-of-hearing research volunteers and scientific
investigatorsin clinical research; and, to propose new, needed materials for improving communication
about informed consent.

NIH/DOE/VA RFA on Informed Consent. On September 27, 1996, NIH, DOE, and DV A issued ajointly
sponsored Request for Applications (RFA) entitled, “Informed Consent in Research Involving Human
Participants.” Sponsored Institutes were NCI, NHGRI, NIA, NIAAA, NIAID, NICHD, NIDA, NIMH,
and NINR The goal of the RFA isto identify and validate methods for improving the informed consent
processin scientific research. Eleven grants were funded. This RFA followed aJuly 1995 NIMH Program
Announcement (PA) on Informed Consent, entitled, “Informed Consent in Clinical Mental Hedlth
Research,” to encourage research inthisarea

Clinical Center Department of Clinical Bioethics The Department serves several functions, including

conducting research on dinica and research rdated bioethicsissues. The Department is currently conducting
research on reasonsfor participationin clinicd trials. A survey study is being devel oped on motivation for

B-1



subject participation in clinical research. The study will begin with CC research participants and expect to
be expanded to multiple centers. Plans are also being made to conduct further research on informed
consent.

ORWH/NCI/NAPBC/PRIM & R/ARENA Mesting, “Informed Consent and |RB Review: A Mode for
Review and Discusson.” On June 2, 1997, the National Action Plan on Breast Cancer Public Respongbility
in Medicine and Research, the Applied Research Ethics National Association, the National Cancer Ingtitute
and the NIH Office of Research on Women' s Health cosponsored amesting titled “ Informed Consent and |RB
Review: A Model for Review and Discussion.” The National Action Plan on Breast Cancer presented a
modd for obtaining specimensfor research, aswell as principlesto be used by IRBsin reviewing protocolsthat
propose to use human tissues, and amode consent form for obtaining human tissuesfrom routine surgica
procedures. The meeting participants discussed and commented upon the model and principles, and made
suggestionsfor the practica application of thismode.

NM Training Activities

NIH/CDC/HRSA/AHCPR/SAMHSA Mentored Scientist Development Award in Resear ch Ethics
Program Announcement Released on January 22, 1999 and sponsored jointly with CDC, HRSA, AHCPR
and SAMHSA, this award will support training in research ethics for health professionals working at
academic and other hedlth-related ingtitutions in biomedical, behavioral, or public health research,
particularly research involving human participants. This initiative follows a directive from the Secretary
of Health and Human Services in response to President Clinton’s apology to the survivors and relatives of
the men who participated in the Tuskegee Syphilis Study. The directive requires DHHS agencies to offer
training - with specia outreach to minority scientists for post-graduate training in research ethics and for
the development of short coursesin ressarch ethics.

National Ingtitute of Mental Health I nvestigators Guide. Through a contract with the American
Psychiatric Association (APA), NIMH developed an investigators' resource manual that addresses awide
range of ethical issuesin clinical research. The manual is envisoned asa“working tool” for clinica
investigators. The manual explores the pros and cons of various gpproaches to responding to the concerns of al
partiesin the research process. It was published by APA in 1999. Ethical Issuesin Psychiatric Research: A
Resource Manual on Human Subjects Resear ch. edited by Pincus, Lieberman, and Ferris.

Informed Consent Working Group. During the period of 1997-99, the NCI, together with OPRR and
FDA, sponsored an Informed Consent Working Group that devel oped recommendations and atemplate for
writing informed consent documents that are Smpler and easier to understand. The recommendations and
template are being used by investigators nationally and have been distributed to all IRBs with multiple project
assurances. Workshops have been held with investigators at national meetings and with IRB members at
PRIM&R.

National Ingtitute of Mental Health Participants Guide to Clinical Mental |lIness Research. The guide
isfor participantsin clinical mental research and their families. The guide includes an overview of the clinica
research process, adiscussion of ethical and legd issuesin research, questions patients should ask and consider
before participating as a research subject, and information about obtaining results of studiesin which
individuals have participated. An ad hoc group of advocacy organizations were brought together to
discuss the contents of the Guide. The Guide can be found at the URL:
http://www.nimh.nih.gov/studies/clinres.htm

Office of Intramural Resear ch/NIH Committee on Scientific Conduct and Ethics. The Committee on
Scientific Conduct and Ethicsis composed of abroad spectrum of membersfrom the Indtitutes and Centers.
The committee was established in September 1995 and its charge includes: developing and/or refining the
exiging Guiddinesfor the Conduct of Research; developing Guidelines for Training and Mentoring;

devel oping effective mechanisms for ethicstraining for the NIH scientific community, including the ethics
columnin the NIH Catalyst. The third edition of the Guideline for the Conduct of Research
(http://www.nih.gov/news/irnews/guidelines.htm) was published in 1997. The Guiddinesfor Training and
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Mentoring are being devel oped now. Training of facilitators to lead ethics case discussions, developed by
NHGRI (http://www.nhgri.nih.gov/about _nhgri/dir/ethicsmessage.html) are underway.

TransNIH - Training in the Responsible Conduct of Resear ch. Every predoctoral and postdoctoral
National Research Service Award (NRSA) trainee supported by an ingtitutional training grant must
receive training in the responsible conduct of research. Grant applications must include a description of a
program to provide formal or informal instruction in scientific integrity on the responsible conduct of
research. Programs are encouraged to include topics such as: conflict of interest, responsible authorship,
policies for handling misconduct, policies regarding the use of human and animal subjects, and data
management. More details are provided in the NIH Guide for Grants and Contracts, Volume 21,
Number 43, November 27, 1992.

NIH/CDC/HRSA/AHCPR Program Announcement on Short-Term Cour sesin Research Ethics.
Bioethics Training Initiative. The National Institutes of Health (NIH), Centers for Disease Control
(CDC), Hedlth Resources and Services Administration (HRSA), Substance Abuse and Mental Health
Services Administration, and the Agency for Health Care Policy and Research (AHCPR) invite applications
for grantsto develop, conduct, and evaluate short-term courses on ethical issuesin research, particularly
those involving human participants. Courses should improve the skills of biomedical, behaviord, socid
science, and public health researchersin identifying and addressing the ethicd, legal, and socid implications of
their research, epecidly when human participants are involved. Courses devel oped include Ethics Course
on ScientistParticipant Partnerships, Ethical 1ssuesin International Research, and Ethics of Research
Participation in Vulnerable and Specia Populations.

Office of Intramural Resear ch/NIH Computer-Based Training for NIH Resear chers. Protecting
Human Subjectsin the NIH Intramural Research Program. This computer-based training module was
developed to orient NIH research staff to the specid requirements associated with research involving human
subjects. Completion of this training isrequired by NIH staff who contemplate involvement with thistype of
research. Thetraining isaso available for download and use by staff in other organizations beyond the NIH. The
training can be found at: http://helix.nih.gov:8001/ohsr/newchbt/

NIH Bioethics Interest Group Website. Interest group includes participants from the intramural and
extramural communities at NIH. Topics addressed have included: research with the decisondly impaired,
bioethicstraining, and end-of-life issues. Website contains resources on bioethicsissuesfor easy accessby NIH
gaff: http://www.nih.gov/sigs/bioethics/index.html

National Institutes of Environmental Health Sciences Research Ethics Program. The Office of the
Scientific Director supports severd programs designed to promote responsible conduct in research. Located
within the Division of Intramural Research at the National Ingtitute of Environmental Health Sciences
(NIEHS), the Office coordinates educationa activities, training workshops, and conferences on ethica issues
in environmental health research. The Office of the Scientific Director works closely with the NIEHS
Institutional Review Board, the Office of Clinical Research, the Office of the Director, and the NIEHS
Division of Extramural Research to develop institutional policies that promote research integrity. The
Office also conducts interdisciplinary research on ethical, legal, and socia issues in environmenta health
research, spanning such fields as environmental toxicology, cancer research, and environmental genomics.

National I nstitutes of Health (NIH) And The Food and Drug Administration (FDA) National
Human Subject Protections Education Workshop Program. The NIH and the FDA are continuing to
sponsor a series of workshop on responsibilities of researchers, Institutional Review Boards (IRBs), and
institutional officials for the protection of human subjects in research. The workshops are open to
everyone with an interest in research involving human subjects. The meetings should be of specia interest
to those persons currently serving or about to begin serving as‘amember of an IRB. I ssues discussed @ these
workshops are relevant to dl other Public Health Service agencies. Upcoming workshops include: “Human
Subjects Research & IRBs Under Fire” “ Cultural Diversity in Clinical Research” “Ethical Research in the
New Millennium: What the Belmont Report Didn't Anticipate” and “Protection of Human Subjects:
Involving Special Populations.”
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CDC Training Activities

Office of the Director/CDC Computer-Based Training for CDC Resear chers. Scientific Ethics
training for CDC researchersinvolved inintra- and extramural research. Scientific Ethics was launched on
February 17, 1999. This computer-based training program, desgned in five discrete modules, was devel oped
to familiarize CDC sdientists and other public health professiona swith basic ethicd principles, policies, and
procedures for the repongible conduct of science. All scientific staff and managers are required to complete
the training within six months of itsintroduction to their respective Centers/Institute/Offices (ClO). New
staff members will be required to complete the training before they conduct research at CDC or ATSDR. The
program is a self-directed learning opportunity that allows usersto exit and re-enter a will, choose areas of
greatest personal interest, and select levels of complexity through optional exercises. The five modules.
CDCsMissionin Science, Protection of Human Subjects, Scientific Integrity, Science-related Responsibilities,
and Case Studies, can be studied in any order. Scientific Ethics may be accessed viathe CDC Intranet. A CD-
ROM disk isavailablefor aff in remote locations. A passing score on the certifying exam included in Scientific
Ethics will trigger the program to print a personalized certificate to which a unique identifier will be assigned.
Thisidentifier will dso be required on requestsfor Indtitutional Review Board-gpprova of research involving

human participants.

CDC Corporate University Science Survival Skills Course. A 40 hour introductory coursefor CDC
stientigs engaged in research has been devel oped by the Office of the Associate Director and the Epidemiology
Program Office to enhance scientists' knowledge of the CDC poalicies and proceduresinvolved in the conduct of
science. Sessions on scientific integrity, misconduct, human subjects research, authorship and manuscript
clearances policies and procedures areinduded. In addition, amock Ingtitutional Review Board (IRB) mesting is
conducted with the sudents serving as IRB members. CME, CNE, and CEU credits are offered upon
successful completion of the course.

Scientific Ethics Seminar Series. During 2000 and 2001, the Office of the Associate Director for Science
will hogt aseminar series designed to stimulate thought on ethical issues CDC researchers encounter while
conducting both domestic and international public hedth research. The goas of the series are to introduce
ethical topics of broad concern within CDC, provide updated information on new ethical issues, and to
facilitate a networking opportunity for CDC researchersto later share, debate and discuss related
experiences. Each seminar will be two hours long, have a public health theme, and be conducted by an
experienced researcher, philosopher, ethicist or a combination of these individuals. Theformat for each
seminar will vary, somewill involve pand discussonswith pandlists taking opposing views. All will provide
time to question and interact with the speaker/panelists.

“Brown Bag” Seminarson Human Subjects Resear ch. The Office of the Associate Director for Science
sponsorsaseries of “brown bag” seminars throughout the year which are designed to educate CDC scientistson
human subjectsissues. CDC’ s Human Subjects Public Health Educator and CDC' s Human Subjects Manager
regularly team up to present various human subjects-related topics a branch and division mesetings.

International Ethics Working Group. The Office of the Associate Director for Science and the Office of
Globa Hedlth have formed aworking group of CDC researchersinterested in the area of ethical issues
related to CDC' sinternational health activities. The purpose of the working group isto discuss CDC
responsibilities and needsin the area of international ethicsin relation to its mission and to identify activities
that can help CDC effectively accomplish this mission.

I nter national Human Subjects Resear ch Web Page. This page
(http://www.cdc.gov/od/adg/ihsr/index.htm) was designed to keep CDC investigators involved in
internationa researcher involving human subjects and collaborators abreast of internationa ethica codes and
guidance documents; organizationsinvolved in international human subjects research; articles of interest in
international ethics; and meetings, conferences and training opportunities. In addition to English, many
documents may be found in Spanish, French and Russian.

Joint CDC/University Inter national Bioethics Fellowship Program. Discussions are underway with a
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local university to co-sponsor an international bioethics fellowship program. Such a program could provide
an opportunity for CDC collaborators in developing countries to devel op leadership skillsin bioethics, and for
CDC and its partner to facilitate critical dialogue on the topic.

Annual IRB Training. Each January CDC conducts an all-day training session primarily for new IRB
members; however, dl IRB members are encouraged to attend. Inaddition, CDC has invited IRB members
from Morehouse School of Medicine and Life University to participate. Topics include the Federal
regulations for protecting human subjects (45CFR46) and assurances of compliance with 45CFR46. During
the afternoon, amock |RB meeting is held. About two months later, a make-up training day is held for
IRB members unable to attend the January session. Interested investigators are invited to attend the make-
up session.

CDC'sIRB chairs aso have ingtituted a mentoring program where seasoned IRB members mentor new IRB
members. Further, seasoned IRB members are also available to sit with investigators to provide one-on-
onetraining in devel oping protocols that involve human subjects.

IRB Training for Community Partners. CDC has been invited by a number of state health departments
to provide IRB training.

Human Subjects Web Page. The Associate Director for Science hosts aHuman Subjects home page
(http://www.cdc.gov/od/ads/hsr2.htm) Highlightsinclude:

a. Guiddinesfor Developing a Consent Document. Developed by aformer CDC IRB Chair, this
guide helps the investigator write consent documents & the 8th grade reading level. The guideisaso
useful to find standard wording for various parts of a consent document.

b. Protocol Development Checklist. The checklist hel ps guide the investigator to think about what
should go into aresearch protocal. It is used to prompt the investigator to include all itemsthat may
apply to the proposed research. Not al items may gpply, however. In addition, a Human Subjects
Supplement to the checklist isincluded as the Protocol Development Checklist does not include
itemsthat pertain to research involving human participants. The Human Subjects Supplement
checklist helps the investigator think about what should go into the human subjects part of a
research protocol, when applicable.

c. Informed Consent/Assent Checklist This checklist helps guide the IRB and investigator when
developing ALL research protocolsinvolving human participants. A separate column isfor use
when developing assent forms.

d. Vulnerable Populations Checklists. Three separate checklists help guide the IRB and investigator
in addressing issues of added safeguards for research targeting pregnant women, fetuses, and in vitro
fertilization or involving prisoners or. children.

CDC Reportson Human Subject Participation in Research

Participation of Women, Minoritiesand Children in CDC-Conducted Resear ch. A report entitled
An Evaluation of the Participation of Women, Minorities and Children in CDC-Conducted Research
was recently completed and distributed to all CDC ClOs. The report discusses the status of CDC’sinclusion
of women, minorities and children in research in light of federal policies adopted in the 1990s to ensure
that under represented populations are included in federally supported research. The CDC report was
undertaken to (1) determine how well CDC isimplementing its policy to include women and minoritiesin
research and (2) determine whether a need exists to develop aformal policy to include childrenin
research. The report is available on the Internet at http://www.cdc.gov/od/ads/hsr2.htm.

State Statutes Addressing the Inclusion of Children in Resear ch. The Office of the Associate Director
for Science and the Office of General Counsdl are nearing completion on acomprehengvereport dl U.S. State
gatutes on the involvement of childrenin research. In addition, the report will define the age of majority for
each state and provide a point-of-contact. Once complete, the report will be available on the Internet at
http://www.cdc.gov/od/ads/hsr2.htm.
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APPENDIX C

Interim - Research Involving I ndividuals with Questionable Capacity to Consent:
Pointsto Consider

Importance of Research Involving Individuals with Impaired Decisionmaking Capacity.

Research is essential to improve our understanding of and ability to treat human diseases and disorders that
place great burdens on individuals and their families. The quest for new knowledge, however, should never
take precedence over the welfare of the research participant. Research may at times involve individuals with
limited decisionmaking capacity. The NIH is committed to helping researchers and Ingtitutional Review Boards
(IRBs) carry out this research in an ethical manner, protecting the rights and welfare of research participants
while advancing treatment opportunities and vital knowledge. Critical to this research process are appropriate
safeguards that ensure legally effective’ informed consent and protect the confidentiality and dignity of the
individuals participating in research.

Individualsin awide variety of situations may have impaired decisionmaking capacity. For example, impairment
may occur at times of great stress. Impaired capacity is not limited to individual s with neurologic, psychiatric, or
substance abuse problems; conversely, individuals with neurologic, psychiatric, or substance abuse problems
should not be presumed to be decisionally impaired. Some research questions may only be answered by research
that involves persons with impaired decisionmakng capacity; precluding this research would contribute to
needless suffering. The most severely impaired individuals have the greatest need for the benefits of research
on etiology and treatment. While this area is controversia, limiting research to the least impaired individuals
would hamper research on the underlying causes and potentia therapies of many disorders. Not al research will
directly benefit the individual participant but may offer future benefits to others who have or will develop the
condition or disorder. For example, genetic studies, biochemical measures, or other non-therapeutic approaches
may benefit subsequent generations.

Unlike research involving children, prisoners, pregnant women, and fetuses, no additional Department of
Health and Human Services (DHHS) regulations specifically govern research involving persons who are
cognitively impaired. While limited decisionmaking capacity should not prevent participation in research, it is
important to keep in mind that additional scrutiny by IRBs and researchers is warranted for research involving
this population.

In developing this statement, members of several NIH Ingtitutes consulted a broad array of experts on clinical
research, bioethics, mental health, substance abuse, and age-related conditions. The Office for Protection from
Research Risks and representatives from professona and lay advocacy communities, former research
participants and IRB members, and others concerned about clinical research and human subject protections
also provided valuable perspectives. Together, we have carefully considered clinical research situationsin which
the additional safeguards described in the DHHS regulations for the protection of participants in research?
might be used by IRBs and by clinical investigators to protect potentially vulnerable individuals.

The NIH offers the following Points to Consider to assist IRBs and clinical investigatorsin their effort to
protect participantsin research who are, or may be, or may become decisiondly impaired:

Conflicting Roles and Potential Conflicts of Interest Potential and actud research participants, especialy those
with permanent or transient cognitive impairments, may find it difficult to understand the difference between
research and treatment, and to understand researchers multiple roles, making “thergpeutic misconceptions’
particularly problematic, and possibly creating confusion among participants and their families.

Itisessential that the consent process (including consent documents) clearly indicate differences both
between individualized treatment and research and between clinician and clinical investigator.

IRB Membership. IRBs that regularly review research involving vulnerable subjects (such as the decisondly
impaired) are required by DHHS and FDA regulations to consider including one or more individuas who are
knowledgeable about and experienced in working with these subjects (45 CFR 46.107; 21 CFR 56.107). When



reviewing research involving individuals with questionable capacity to consent, additional options in the
makeup of the IRB should be considered:

0 Include at least one voting member, independent of the research and investigators, with appropriate
professional background, knowledge and experience in working with individuals with questionable

capacity;

0 Include additional voting members from the community; these members may include representatives of
patient advocacy groups and others not affiliated with the research institution.

Assessing Capacity to Consent. Individua’s capacities, impairments, and needs must be taken into account, in
order to develop practical and ethical approaches to enable them to participate in research. Since well-validated
and practical methods to assess capacity to consent are clearly needed, the NIH is supporting and will continue to
support research addressing these issues. A cdear understanding of the implications of various cognitive
impairments, along with a careful consideration of proposed clinical research methodology, is required.
Assessment is complex; simply answering a certain number of factual questions about a protocol may not be
an adequate assessment. A key factor in participants decisionmaking is their appreciation of how the risks,
benefits, and alternatives to participation in the study apply to them personally.

o Limited decision making capacity covers abroad spectrum. A healthy person in shock may be temporarily
decisondly impaired. Another may have been severely mentally retarded since birth, while yet athird who
has schizophreniamay have fluctuating capacity. Researchers should be sensitive to the differing levels of
capacity and use assessment methods tailored to the specific situation. Further, researchers should
carefully consider the timing of assessment to avoid periods of heightened vulnerability when
individuals may not be able to provide valid informed consent

o BothIRBsand clinica investigators must keep in mind that decisionmaking capacity may fluctuate, requiring
ongoing assessment during the course of the research. The consent process should be ongoing.

Responsibilities of Investigatorsand | RBs:

Not al research projects proposing to involve decisionaly impaired persons should be approved by IRBs, and
indeed, not dl such persons should be enabled to participate in research studies.

o Principd investigators and members of the research team bear primary responsibility for protecting research
participants. Respongbilities of IRBs aso are Sgnificant, including the review of theinformed consent forms
and processes and research design as presented in the research proposal. They should exercise
heightened vigilance in the review of protocols involving individuals with questionable capacity in
accordance with 45 CFR 46.111(b).?

0 Asimparment increases, along with risks and discomforts, safeguards should increase according to adiding
scalg, i.e., protections should be proportiona to the severity of capacity impairment, or to the magnitude of
experimental risk, or both. Provisions for additional safeguards should bein place prior to involving
individual s with questionabl e decisionmaking capacity in research that poses greater than minimal risk.

o Educationa efforts should be ongoing to enhance research participants understanding and appreciation of
their rolein the research.

Options for Additional Safeguards. A diding scale involving assessment of risks, benefits, and capacity to
consent should guide the IRB’s decisions regarding additional safeguards. Many strategies are available as
options for investigators as they develop their research protocols and for IRB members as they evaluate
them. In considering increasing levels of risk and/or impairment, investigators should be creative in choosing
appropriate protections, seeking strategies used successfully in other situations.

0 Useof an Independent Monitor. When reviewing greater than minimal risk research involving



individuals with questionable capacity to consent, IRBs should discuss and document the potential value of
an independent monitor. A monitor can be appointed to be present when investigators invite individuals
with impaired decisionmaking capacity to participate in a research study. The consent process should be
visible throughout, and IRBs have a right to observe recruitment, assessment, the informed
consent process, and debriefing of research participants (and/or their family/surrogates).

o0 Useof a Surrogate. Where permitted by law, individuals with impaired capacity may have afamily
member or other legally authorized representative serve as a surrogate for research decisions, with thisrole
documented during the consent process. Surrogates should be informed of the risks, benefits, and
alternatives to the research when they are providing permission for an individua to participate. Whenever
possible, surrogates should make research decisions based on substituted judgment, reflecting the views of
theindividual expressed while decisionally capable. Best interest standards should be used if the values of
theindividual are not known. It isimportant that surrogates receive some education about their own role,
the cognitive and health status of the research participant, as well as about the study in which the
participant may beinvolved.

0 Useof Assent in Addition to Surrogate Permission. The autonomy of individuals with
impaired decisionmaking capacity should be respected. Their assent to participation in research should be
obtained whenever possible and their decision to withdraw from a study at any time should be honored.

o Useof an AdvanceDirective. Where State or other applicable law permits, use of an advance directive for
research may be considered.

o0 Useof Informational/Educational Techniques. Becauseinformed consent is an ongoing process
throughout the course of the protocol, assessing and enhancing comprehension at each stage is
essential. Single sheet summaries of important information about key elements of a study may be useful
when provided on aregular basis. Questions from potential participants and family members should be
encouraged, and handouts of frequently asked questions and answers regarding specific human subject
protections can be prepared. Model consent forms and procedures can be devel oped. Communication
between members of the research team and participants and their familiesis key to successful research
participation.

o Useof Waiting Periods. Individuals who are decisionally impaired may need more time to
consider the information they are given about a research protocol. Information should be provided
incrementally to facilitate understanding_ planning built-in waiting periods within the consent process also
may be useful to allow potentia participants time to consult with family members about whether or not to
participate.

In conclusion, in al human research, varied degrees of research risk and decisional impairment call for
varied levels of scrutiny and safeguards; additional protections (e.g., involvement of family surrogates where State
or other applicable law permits and independent monitoring) may be highly advisable in certain circumstances. But
treating al individuals who have cognitive deficits as incapable of understanding research is inaccurate and
disrespectful of their autonomy. Many individuas, adequately informed, may be willing to undertake certain
risks so that they, or others, may benefit in the future. Researchers and IRBs most strive for a balance that
maximizes potential benefits and opportunities, recognizes and extends individual autonomy, and minimizes
risks associated with scientific inquiry.

ADDENDUM: The Nationa Bioethics Advisory Commission (NBAC) has addressed related issues and
published a comprehensive report: Research Involving Persons with Menta Disorders that May Affect
Decisionmaking Capacity. The full text of thisreport can be found on the NBAC web site.

The NIH Points to Consider document is generally consistent with the NBAC report, but isintended to

provide practical guidance now for investigators and Institutional Review Boards (IRBs) working in
these fields.
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! Legally effective refers to informed consent as specified in 45 CFR Part 46 and to applicable state and local
law and regulation.

2 Human Subject Protection Regulations [45 CFR 46.109(b), 46.111(b) and 46.116].
3 When some or al of the subjects are likely to be vulnerable to coercion or undue influence, including those

with cognitive limitations, the IRB must be sure that additional safeguards have been included in the study to
protect the rights and welfare of these subjects {45 CFR 46.111 (b); 21 CFR56.111 (b)} .
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