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[4110-08-M]

DEPARTMENT OF HEALTH,
EDUCATION, AND WELFARE

Office of the Secretary
[45 CFR Part 46]
PROTECTION OF HUMAN SUBJECTS

Proposed Regulations on Research Involving
Those Institutionalized as Mentally Disabled

AGENCY: Department  of  Health,
Education, and Welfare.

ACTION: Proposed rule.

SUMMARY: The Department Of
Health, Education and Welfare
(HEW) is proposing regulations to im-
plement the recommendations of the
National Commission for the Protec-
tion of Human Subjects of Biomedical
and Behavioral Research pertaining to
research involving those institutional-
ized as mentally disabled. Key provi-
sions require that such research be
carried out only if the methods are ap-
propriate, the investigators competent,
and the facilities adequate. Risks must
be minimized, and the research per-
formed in connection with medically
indicated  diagnosis and treatment
wherever possible. Adequate provision
must be made to obtain the subject’s
fully informed consent, or the consent
of legal representatives if the subjects
are incapable of consenting on their
own behalf. Where the subject lacks
full capacity to consent, provision is
made for the subject’s assent.

DATES: Written comments on the
Broposed rules are invited, and should
e received on or before January 16,
1979, if they are to be given full’ con-
sideration.

ADDRESSES: Send comments to:
Office for Protection from Research
Risks, National Institutes of Health,
9000 Rockville Pike, Bethesda, Md.
20014. Additional copies of this notice
may be obtained from the same ad-
dress. All comments received will be
available for inspection at Room 303,
Westwood Building, 5333 Westbard
Avenue, Bethesda, Md., weekdays
(Federal holidays excepted) between
the hours of 9 a.m. and 4:30 p.m.

FOR FURTHER INFORMATION
CONTACT:

Joseph R. Marches, Ph. D., Office
for Protection from Research Risks,
National Institutes of Health, 9000
Rockville Pike, Bethesda, Md. 20014,
301-496-7005.

SUPPLEMENTARY INFORMATION:
Basic regulations governing the Pro-
tection of human subjects involved in
research, development, and related ac-
tivities supported by HEW through
grants and contracts were published in

PROPOSED RULES

the FEDERAL REGISTER on May 30, 1974
(30 FR 18914).

In the preamble to these regula-
tions, HEW indicated that it would
propose further rules to provide addi-
tional protection for research subjects
with diminished capacity to provide

informed consent, including institu-
tionalized individuals with mental dis-
ability.

The National Research Act (Pub. L.
93-348) was signed into law on July 12,
1974, creating the National Commis-
sion for the Protection of Human Sub-
jects of Biomedical and Behavioral Re-
search (Commission). One of the
charges to the Commission was to
study the nature of the research being
conducted which involved what the
Act referred to as the “institutional-
ized mentally infirm,” including the
mentally ill, the mentally retarded,
the emotionally disturbed, and the
senile, who are confined to institutions
either  voluntarily or involuntarily.
Such persons, by the very nature of
their disabilities may not be compe-
tent to provide informed consent to
participation in research. At the same
time, the nature of their disabilities
requires extensive research efforts to
study the etiology, pathogenesis, pre-
vention, therapy, and management of
their conditions. The Commission was
required to recommend to the Secre-
tary of Health, Education, and Wel-
fare, policies defining the circum-
stances under which research involv-
ing the institutionalized mentally
infirm might be appropriate and to
make recommendations to Congress
regarding the protection of subjects
(including the institutionalized men-
tally infirm) involved in research not
subject to regulation by HEW.

In discharging its duties under this
mandate, the Commission studied the
nature and extent of research in
mental health, mental illnesses, and
mental retardation, the purposes for
which the research is conducted, and
the issues surrounding the participa-
tion in research of the institutional-
ized mentally infirm. Representatives
from professional societies, Federal
agencies, and public interest groups, as
well as private citizens presented their
views to the Commission at public
hearings. To assure that viewpoints of
minorities would be expressed, the Na-
tional Minority Conference on Human
Experimentation made recommenda-
tions to the Commission on research
involving the institutionalized mental-
ly infirm. The Commission also re-
viewed papers and reports prepared
under contract, including papers on in-
formed consent and a survey of actual
practices in research involving institu-
tionalized subjects. Finally, the Com-
mission conducted extensive delibera-
tions in public and developed recom-
mendations on the participation in re-

“those institutionalized as

infirm.”

search of
mentally

ACTIONS ON RECOMMENDATIONS OF THE
CoOMMISSION

Pursuant to section 205 of the Na-
tional Research Act (Pub. L. 93-348),
the recommendations of the Commis-
sion on research involving those insti-
tutionalized as mentally infirm were
published in the FEDERAL REGISTER (43
FR 11328) on March 17, 1978. Com-
ments were received from approxi-
mately 100 organizations, institutions,
legal and medical practitioners, and
private citizens. After reviewing the
recommendations and the comments,
the Secretary has prepared the notice
of proposed rulemaking set forth
below, which in essence accepts the
recommendations. However, the pro-
posed rules depart from the recom-
mendations of the Commission in a
few respects.

DEPARTMENT’S RESPONSE TO
RECOMMENDATIONS

DEFINITIONS

The term “institutionalized mentally
infirm” as used in section 202(a)(2) of
the National Research Act, is defined
to include “individuals who are men-
tally ill, mentally retarded, emotional-
ly disturbed, psychotic, senile, or who
have other impairments of a similar
nature and who reside as patients in
an institution.” Thus, the term “men-
tally infirm” was intended to encom-
pass a broad array of people who, be-
cause of cognitive or emotional handi-
caps, reside in institutions and are sub-
ject to institutional constraints. The
Commission’s  recommendations  are
applicable to research involving indi-
viduals so impaired when they are
residents of these institutions. Howev-
er, as noted by the Commission and by
the Department, the term “mentally
infirm” is inadequate. First, it is not in

current clinical use. Second, there is
considerable  debate about  whether
symptoms  that may result in

institutionalization are properly char-
acterized as diseases or illnesses in the
conventional sense, or whether they
represent problems in social adapta-
tion. Current theories of personal ad-
justment recognize an interaction be-
tween biological and environmental
factors resulting in behavior that soci-
ety regards as illness or disability. An
alternative to psychiatric  diagnosis,
which assumes a medical or disease
model, is the view that disturbing be-
havior is more appropriately described
in terms of conditions that evoke, rein-
force and perpetuate that behavior.
Third, it is increasingly recognized
that labeling, by the use of such terms
as “mentally infirm,” may stereotype
conceptions of people and their prob-
lems. Fourth, many individuals who

FEDERAL REGISTER, VOL. 43, NO. 223—FRIDAY, NOVEMBER 17, 1978



commented on HEW’S November 16,
1973, proposed policy (39 FR 18914)
objected to the use of the term “men-
tally infirm” because it reflected an
antiquated notion of mental illness
and its scope was unclear, e g., some
felt it included those incapacitated as
a result of physical conditions.

HEW substituted the term “mental-
ly disabled” in the proposed rulemak-
ing of August 23, 1974 (39 FR 30648),
and reaffirms this change here. The
term is  separately  defined in
8 46.503(c) of the proposed regulations.

The National Research Act does not

separately  define  “institutionalized.”
The Commission has noted that
institutionalization may result from

misdiagnosis or error and that confine-
ment to a mental institution does not
necessarily  establish the fact of
mental  disability. The Department
feels that the protection of these regu-
lations should extend to all individuals
residing either voluntarily or involun-
tarily in residential institutions for the
care and treatment of the mentally
disabled, including those who are men-
tally ill, mentally retarded, emotional-
ly disturbed, psychotic or senile, re-
gardless of their legal status or reason
for their being institutionalized. Such
individuals include but are not limited
to mentally disabled patients in public
or private mental hospitals, psychiat-
ric patients in general hospitals, inpa-
tients of community mental health
centers, and mentally disabled individ-
uals who reside in halfway houses or
nursing homes.  These  regulations
would not include noninstitutionalized
patients or out-patients who would be
covered by general regulations, nor
would the?/ include patients who are
not mentally disabled but who, for rea-
sons of convenience, are temporarily
housed in institutions for the care and
treatment of the mentally ill. The term

“individuals institutionalized as men-
tally disabled” is so defined in
§ 46.503(d).

The definition of “minimal risk” is
drawn, with only minor editorial

changes, from the Commission’s defi-
nition. In the preparation of these
proposed regulations, considerable at-
tention focused on whether this defi-
nition adequately captures the thrust
of the additional explanatory com-
ments provided by the Commission.
There was concern whether the defini-
tion of minimal risk as included here
should be interpreted to mean that a
minimal risk situation obtains only
when the research procedures include
risks for institutionalized mentally dis-
abled subjects which are identical to
those encountered by normal subjects
in routine medical or psychological ex-
aminations, or whether research pro-
cedures involving risks similar to those
encountered by  normal subjects
should be the standard. For example,

PROPOSED RULES

should a procedure which is routinely
included in examination of mentally
disabled persons be regarded as involv-
ing minimal risk because it is similar
to the risk encountered by normal per-
sons, or as involving more than mini-
mal risk simply because it is not iden-
tical to any procedure ordinarily expe-
rienced by a normal person.

The Commission proposes that risks
normally encountered in the daily
lives of normal persons, or in the rou-
tine medical or psychological examina-
tion of normal persons, serve as a
standard against which the Institu-
tional Review Board (Board) should
judge risks for institutionalized men-
tally disabled subjects. The Commis-
sion notes that, for such subjects,
“routine examination procedures pre-
sent no more than minimal risk if the
likely impact of such procedures on
them is similar to what would be expe-
rienced by normal persons undergoing
the procedures” (emphasis added).
The Board is also charged with deter-
mining “the degree of risk that would
be presented to normal Persons and
then consider whether such risk is
heightened by the illness or
institutionalization of the prospective

subjects or class of subjects.” Thus,
the Department believes that risks
normally encountered in the daily

lives or routine examination of normal
persons serve as a standard against
which risks for mentally disabled sub-
jects can be judged.

Consideration was given to inserting
the words “comparable to that” be-
tween “discomfort” and “normally” in
the definition as presented in these
proposed regulations. This would serve
to emphasize the comparative, g’ud -
mental nature of the assessment o
risk. However, there was concern that
such a phrase, if inserted, could be in-
terpreted to permit disabled subjects
to be exposed to greater risks than in-
tended by the Commission. Hence, the
definition in § 46.503(h) of the pro-
posed regulations adheres to the origi-
nal wording of the Commission. Com-
ments from the public are especially
invited on this definition.

The Department has also added defi-
nitions of “children,” “parent,” “legal-
ly authorized representative,” and
“assent,” borrowed largely from its
previous proposed rulemaking with re-
spect to research with children (43 FR
31786 at p. 31793).

A definition of “consent auditor” is
included as well as a definition of *“ad-
vocate.” The former describes an indi-
vidual whose primary role is to assure
that the consent/assent process func-
tions properly; the latter contemplates
someone who would in effect serve as
another representative of the subject,
in addition to the legally authorized
representative. One or both of these
definitions will be included in the final
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regulations on the institutionalized
mentally disabled, depending on what
if any functions are assigned to con-
sent auditors and advocates in other
sections of the regulations. The rule-
making on research involving children

and these regulations will be con-
formed before either is issued in final
form.

Recommendation (1) regarding the
review of research by Boards is imple-
mented by § 46.504 substantially as
proposed by the Commission. Several
of the Commission’s comments on the
recommendation were included in the
regulations for purposes of clarifica-
tion.

SPECIAL CONSIDERATIONS REGARDING IN-
DIVIDUALS WHO OBJECT To TREAT-
MENT

In its recommendations (2), (3), and
(4), discussed below, the Commission
provides special protections for sub-
Jects who are incapable of giving fully

informed consent. The Department
recognizes, however, that it Is often
difficult to demarcate between sub-

jects who are capable and those who
are not. Also, the decision as to capa-
bility normally cannot be made until
the time when each subject is involved
in the research. Leaving the institu-
tion and the research investigators the
discretion to decide whether individual
subjects are capable of giving consent
could lead to uneven protections for
human subjects. In recognition of this,
the Commission has provided the in-
stitutional review boards with authori-
ty to appoint consent auditors to ob-
serve the consent process and deter-
mine in fact whether proper decisions
are being made regarding capacity to

consent (or assent). In ~recommeénda-
tion (4), appointment of a consent
auditor is mandatory.

One alternative, which was consid-
ered by the Department for the pur-
pose of limiting the researchers’ dis-
cretion, was to require added protec-
tions whenever the subject had been
declared “legally incompetent” by a
court of appropriate jurisdiction. This
approach is not being pursued because
in fact only a small proportion of the
institutionalized mentally disabled,
who may be less than fully capable of
giving consent, have had their status
adjudicated by a court.

Recommendations (2) and (3) con-
tain two parallel clauses, (2)(b)(iii) and
(3)(D)(iv), stating generally that when
a subject objects to participation in an
intervention ~ which:  Involves only
minimal risk (recommendation 2), or
holds out the prospect of direct bene-
fit for the subject and is available only
in the context of the research (recom-
mendation 3), the research may be
conducted or supported only if the
subject’s Barticipation is specifically
authorized by a court of competent ju-
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risdiction. Although the Commission
did not specifically indicate, we inter-
pret these provisions as applying only
when the subject lacks the capacity to
give informed consent.

The Commission does not provide
any clarifying comment on this clause.
In a dissenting opinion (43 FR 11328
at page 11358), Commissioner King
suggests that: “Perhaps the Commis-
sion required court authorization to
insure as fair and objective an assess-
ment of the quality of the objection as
possible. | certainly share the  Commis-
sion’s concern about insuring a fair
and objective assessment of the qual-
ity of the prospective subject’s objec-
tion. Most forms of mental illness and
mental retardation are viewed as possi-
bly impairing a patient’s ability to
make sound personal decisions. We
should be concerned therefore about a
subject’s ability to refuse as well as to
assent to participation in research ac-
tivities.” Commissioner King proceed-
ed to dissent on the ground that a
court is not necessarily in the best po-
sition to make the necessary decision
as to the quality of the objection, and
in the belief that the decision should
be left to the Board, which could, if it
wished, seek assistance from a court.

The courts themselves are divided
on this issue. In a Federal case, Wyatt
v. Stickney (344 F.Supp. 373 [M.D.
Ala. 1972]; 344 F.Supp. 387 [M.D. Ala.
1973]) (see also Wyatt v. Aderholt, 503
F.2d. 1305 [5th Cir. 1974]), the court
held (appendix A,29) only that “Resi-
dents shall have a right not to be sub-
jected to experimental research with-
out the express and informed consent
of the resident (or) of his guardian or
next of kin * ** Such proposed re-
search shall first have been reviewed
and approved by the institution’s
Human Rights Committee.” Court ap-
proval as such was not required.
though consultation with legal counsel
was recommended.

More recently, the Massachusetts
Supreme Judicial Court in Belcher-
town State School v. Saikewicz (370
N.E.2d 417) has held that questions
concerning the continuation of life ex-
tending therapy in incompetent pa-
tients must go before a probate court
for approval. While the case involves
life extending therapy, not merely
benefits, the decision tends to support
the commission majority’s view that
the courts must play a central role in
the consent process when a mentally
disabled patient is unable to consent
to a proposed treatment regimen.

There are arguments that neither
next of kin, other legally authorized
guardians, nor courts should be able to
override the objection of a mentally
disabled subject except in extreme
cases. The Commission notes in its
report the view of one of its consul-
tants that “The burden in law for in-
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competence should be very high. No
evidence other than a showing that
the patient is comatose should ordi-
narily be accepted as proof of incom-
petence * * * To accept proxy consent
iIs to authorize invasions of persons
and personality without regard to the
wishes of the research subject * * *”
To date, no court has adopted such a
view.

For purposes of the proposed regula-
tions, the Department has followed
the  Commission’s  recommendations
concerning authorization by a court of
competent jurisdiction. At the same
time, it is acknowledged that there are
views in sharp conflict with this posi-
tion. The Department therefore en-
courages further public comment on
this issue.

Recommendation (2), on research
that does not present more than mini-
mal risk, is implemented by § 46.505
largely as suggested and with the
Commission’s recommended require-
ment of court approval to protect the
objecting subject who lacks the capac-
ity to give informed consent. If such a
subject objects, the research must in-
clude an intervention that holds the
prospect of direct benefit to the sub-
ject, or a monitoring procedure re-
quired for the well-being of the sub-
ject.

As an added protection for subjects
who are incapable of giving informed
consent, the Department is giving con-
sideration to requiring that a consent
auditor monitor all research covered
by these regulations, including re-
search involving no more than mini-
mal risk. Whenever the consent audi-
tor finds a particular subject lacks the
capability to consent, the subject may
not be involved in the research with-
out the consent of an advocate (in ad-
dition to the consent of the legally au-
thorized representative and, in the
case of an objecting subject, a court).
public comment is requested on this
added protection.

Recommendation (3) concerns re-
search involving greater than minimal
risk but presenting the prospect of
direct benefit to the individual sub-
jects. Section 46.506 implements this
recommendation  with  modifications.
The term “legally authorized repre-
sentative” is substituted for the term
“guardian” since the latter is normally
associated with persons having respon-
sibility for minors, while these regula-
tions apply both to adults and minors
institutionalized as mentally disabled.

Again, the requirement for court ap-
proval protects the objecting subject
who lacks the capacity to consent.

When such a subject objects, the re-
search can proceed only if the Board
finds that the intervention or monitor-
ing procedure is available only in the
context of the research.

Again, public comment is requested
on a proposal to require the consent of
an advocate whenever the consent
auditor determines that the subject is
incapable of giving informed consent.

Recommendation (4), pertaining to
research involving greater than mini-
mal risk but likely to yield generaliza-
ble knowledge about the subjects’ dis-
order, is implemented by § 46.507. The
regulation substantially  follows the
Commission’s recommendation except
with respect to subjects who are in-
capable of giving informed consent.

With regard to subjects who are ca-
pable of assenting (though not con-
senting), the Department is consider-
ing whether to follow the Commis-
sion’s approach of permitting such
subjects to participate if they assent
and their legally authorized repre-
sentative consent, or alternatively, to
require in addition the consent of (1)
the Secretary, based upon the advice
of an expert panel, or (2) an advocate.

With regard to subjects incapable of
assenting, the Department is consider-
ing whether to: (1) Bar their involve-
ment in such research (on the assump-
tion that needed research could be
done using other subjects), (2) adopt
the ~ Commission’s  recommendation,
which would permit their participa-
tion if they do not object and the le-
gally authorized representative and a
court of competent jurisdiction give
their approval, (3) require, in addition
to the approval of the legally author-
ized representative and the court, ap-
proval by the Secretary, or (4) require,
in addition to that of the representa-
tive and the court, approval by an ad-
vocate.

Public comment is requested on the
above alternatives.

The regulations proposed in § 46.508
for implementation of recommenda-
tion (5) depart slightly from para-
graph B of that recommendation. In-
stead of referring to a national ethical
advisory board as the body to review
research that cannot be approved
under recommendations (2), (3), and
(4), 8 46.508 would allow the Secretary
to consult with a panel of experts in
pertinent  disciplines (e.g., science,
medicine, education, ethics, law). De-
pending on the circumstances, the
panel could be a national ethical advi-
sory board or an ad hoc panel of ex-
perts. This gives the Secretary flexibil-
ity to secure the best advice available
in a particular situation.

The  Department is  considering
whether greater specificity should be re-
quired regarding the nature of the
consent process under situations cov-

ered by recommendation (5). Public
comment regarding this issue is re-
quested.
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DePARTMENT’S RESPONSE TO PUBLIC
COMMENTS

In response to publication in the
FEDERAL REGISTER of the Commission’s
recommendations on research involv-
ing those institutionalized as mentally
infirm, approximately 100 comments
were received from individuals, citizen
groups, legal and medical practition-
ers, researchers, and representatives of
societies, university departments, and
institutions. Although the respondents
objected to some points in the recom-
mendations, they were mainly compli-
mentary of the Commission’s recom-
mendations. Several indicated com-
plete acceptance of the recommenda-
tions as drafted.

Described below are the public re-
sponses received on the recommenda-
tions. In general, the comments direct-
IK addressed issues and implications of
the recommendations but occasionally
extended into the supplementary dis-
cussion material presented by the
Commission relating to each of its rec-
ommendations.

1. Comment on the definition of “in-
stitutionalized mentally infirm”.
Public response to the March 17, 1978,
recommendations contained objections
to this term similar to those received
in response to the proposed rulemak-
ing of August 23, 1974. The major con-
cern was that the term reflected an
antiquated concept of mental illness
with an ill-defined boundary as to the
kinds of disabilities and condtions
that would be included.

Response. The Department agrees.
As noted under “Department’s re-
sponse to recommendations,” the term
“mentally disabled” has been substi-
tuted for “mentally infirm” in § 46.503
and is utilized throughout the pro-
posed regulations. )

2. Comment on recommdation (1).
While there was general acceptance of
this recommendation as drafted, a
number of those commenting ques-
tioned the reality of delegating to
Boards the task of discerning (A) that
“the research methods are appropri-
ate” to the research, and (B) the
“competence of the investigator.” The
comments also expressed a desire for
clarification of the *“good reason” cri-
terion included in paragraph (D) for
involving participants and the mean-
ing of *“equitable” selection presented
in paragraph (G).

Response. The Department does not
feel that the recommendations of the
Commission that Boards consider the
appropriateness of the proposed meth-
odology and the competence of the in-
vestigator are unrealistic. Boards are
required under existing regulation (45
CFR 46.106) to have the professional
competence and other qualifications
necessary to the review of the specific
activities likely to be presented to
them. Under such circumstances, a

FEDERAL
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properly  constituted Board should
have no difficulty in making such deci-
sions. These recommendations are im-
plemented substantially as written in
§ 46.504(a) (1) and (2).

The Department agrees that the
“good reason” criterion deserves fur-
ther explanation. Accordingly, the De-
partment has added in § 46.504(a)(4) a
brief description of the factors to be
considered in determining the appro-
priateness of conducting research on
those institutionalized as mentally dis-
abled.

Similarly, the Department has pro-
vided additional explanation as to
what is meant by “equitable” selection
and incorporated this in 8§ 46.504(a)(7).

3. Comment on recommendation
(2)(B)(ii). Reservation was expressed
as to the adequacy of accepting
“assent” or “no objection” as criteria
for allowing the participation of pa-
tients who are incapable of consent-
ing. Some public respondents felt that
the opportunity to object might be vi-
tiated by the institutional setting or
the subject’s lack of decisionmaking
experience.

Response. The standard for “assent”
requires that the subject be told what
procedures will be performed in the re-
search and on this basis choose, or not
choose, to participate. The subject
would be expected to be able to com-
municate this choice unambiguously
and be aware that subjects may with-
draw from participation. Assent is not
intended to be a substitute for the in-
formed consent of legally authorized
representatives, but as an additional
applicable standard for affirmative
agreement to participate in research.
Assent is to be obtained whenever a
subject is not capable of giving in-
formed consent and other conditions
are satisfied. Mere failure to object is
not to be construed as assent.

The “absence of an objection” crite-
rion is appropriate only where the
subject is iIncapable of assenting and
where the research is relevant to the
subject’s condition and presents no
more than minimal risks. These points
were included in the Commission’s dis-
cussion pertaining to this recommen-
dation and serve to clarify the Depart-

ment’s intent.
4, Comment on recommendations
2)(B)(iii), and (3)(E)(ii).

( O, i
Recommendations (2) and (3) contain
provisions for Court authorized partici-
pation of objecting subjects if the re-
search holds the prospect of direct
benefit to the subject or includes a
monitoring procedure required for the
well-being of the subject. As we have
already said, we interpret these provi-
sions as applying only when the sub-

ject is incapable of giving informed
consent. )
Public comment reflected varying

degrees of objection to the suggested
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role of the court in overriding the
right to refuse participation in re-
search even when judged to be benefi-
cial.

Reponse. The Department acknowl-
edges the difficulty of resolving the
conflicting right of a patient to refuse
treatment for whatever reason, and of
the right, even the duty, of the State
to provide treatment when it is in the
apparent best interest of the patient.

This matter is discussed above under
“Department’s response to recommen-
dations” and additional public com-

ment is encouraged.

5. Comment on recommendation
(3)(D)(ii). Several comments in con-
nection with recommendation (3) were
in reference to the concept of the
guardian. Some proposed that the
guardian’s role be limited to concur-
rence with or withdrawal of the sub-
ject’s consent to participation in re-
search. Other respondents favored a
change in the word ‘“guardian” to the
term  “legally authorized representa-
tive” as used in subpart A of 45 CFR
Part 46. It was suggested that the “le-
gally authorized representative” con-

cept would be more amenable to
family input and patient-family deci-
sion making than the “guardian”
notion.

Response. In light of these com-
ments, the Department has substitut-
ed the term “legally authorized repre-
sentative” in the wording of

88 46.505(b)(2), 46.506(a)(4)(B), 46.507
(@)(4)(C), and 46.508(b)(2)(C) of the
proposed regulations. The term
“guardian” has been retained only in
connection with minors.

6. Comment on recommendation (4).
Public reaction to this recommenda-
tion was mixed as to whether persons
institutionalized as mentally disabled
should be involved in research with
more than minimal risk and holding
no prospect of direct benefit for indi-
vidual subjects. At least one person
supported the dissenting position of
Commissioner Cooke to the effect that
research involving more than minimal
risk not be performed unless it can
clearly be shown that the anticipated
knowledge might reasonably benefit
the individual subjects in the future.

Response. This recommendation is
implemented by § 46.507, which re-
quires that all of the safeguards of
§ 46.504 must be met. This includes the
requirement in 8§ 46.504(a)(4) that
there be good reasons for using insti-
tutionalized individuals as subjects.
Section 46.507(a)(3) further requires
that the Board must find the research
to be of vital importance for the un-
derstanding or amelioration of the
type of disorder or condition affecting
the subject, if the Board is to allow re-
search under this recommendation.

If the subject is a child, § 46.507
(a)(5) requires satisfaction of 8§ 46.407
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and 46.409 of subpart D relating to re-
search involving children.

Sections 46.507 (b) and (c) also state
that no subject may be allowed in the
research over his or her objection and
that the IRB shall appoint a consent
auditor to ensure the adequacy of the
consent process.

7. Comment on recommendation (5).
A number of those commenting view
this Recommendation as a question-
able means for extending the latitude
of conditions under which research
may involve institutionalized persons.
They fear that the risk of abuse or ex-
ploitation would be high for the cate-
gory of research encompassed by this
recommendation. It was further felt
that a need for specifically involving
institutionalized individuals should be
documented before any research could
be permitted under this Recommenda-
tion. The opinion was also expressed
that the need for involving a national
ethical advisory board in decision-
making was not self-evident, and that
the required review (paragraph B)
might be more satisfactorily handled
at the Board or program level, thus
negating the need for a national
board.

Response. The Department acknowl-
edges the Commission’s view that only
research of major significance and the
presence of a serious health problem
would justify the approval of research
under recommendation (5). The prob-
lem addressed must be a grave one
with a reasonable expectation of pro-
ducing important and needed scientific
information, and must be implement-
ed by an equitable method for inviting
participation  among institutionalized
subjects. Approval of any research
under this recommendation is contin-
gent upon the Board’s determination
as to the critical nature of the health
problem involved. The Secretary will
give the public an opportunity to
review and comment on any proposed
action. Hence, it gives the Secretary
discretion to approve important re-
search when conditions warrant, while
providing adequate safeguards against
abuse.

Notice is given that it is proposed to
make any amendments that are adopt-
ed effective upon publication in the
FEDERAL REGISTER.

Dated: November 1, 1978.

JuLius B. RICHMOND,
Assistant  Secretary
for Health.

Approved: November 6, 1978.

JosepH A. CALIFANO, Jr.,
Secretary.

It is therefore proposed to amend
Part 46 of 45 CFR, Subtitle A, by:
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846.301 (Subpart C) [Redesignated as
§46.601 (SubpartF)]

1. Redesignating subpart ¢ and
§ 46.301 as subpart F and § 46.601 re-
spectively.

2. Adding the following new subpart
E.

Subpart E—Additional Protections Pertaining to Bio-
medical and Behavioral Research Involving as Sub-
jects Individuals Institutionalized as Mentally Dis-
abled

Sec.

46.501  Applicability.

46.502  Purpose.

46.503  Definitions.

46.504  Additional duties of the Institution-

al Review Boards where individuals in-
stitutionalized as mentally disabled are

involved.

46.505 Research not involving greater than
minimal = risk.

46.506 Research involving greater than

minimal risk but presenting the pros-
pect of direct benefit to the individual
subjects

46.507 Research involving greater than
minimal risk and no direct benefit to in-
dividual subjects, but likely to yield gen-
eralizable knowledge about the subjects’
disorder or condition.

46.508 Research not otherwise approvable
which presents an opportunity to under-
stand, prevent, or alleviate a serious
problem affecting the health or welfare
of individuals Institutionalized as men-
tally disabled.

AuTHorITY: 5 U.S.C. 301.

Subpart E—Additional Protections Pertaining
to Biomedical and Behavioral Research In-
volving as Subjects Individuals Institutional-
ized as Mentally Disabled.

§ 46.501 Applicability.

(&) The regulations in this subpart
are applicable to all biomedical and be-
havioral research conducted or sup-
ported by the Department of Health,
Education, and Welfare involving as
subjects individuals institutionalized
as mentally disabled.

(b) Nothing in this subpart shall be
construed as indicating that compli-
ance with the procedures set forth
herein will in any way render inappli-
cable pertinent State or local laws
bearing upon activities covered by this
subpart,

(c) The requirements of this subpart
are In addition to those imposed under
the other subparts of this part.

§ 46.502 Purpose.

Individuals institutionalized as men-
tally disabled are confined in institu-
tional settings in which their freedom
and rights are potentially subject to
limitation. In addition, because of
their impairment they may be unable
to comprehend sufficient information
to give a truly informed consent. Also,
in some cases they may be legally in-
competent to consent to their own
participation in research.

At the same time, so little is known
about the factors that cause mental
disability that efforts to prevent and
treat such disabilities are in the primi-
tive stages. There is widespread uncer-
tainty regarding the nature of the dis-
abilities, the proper identification of
persons who are disabled, the appro-
priate treatment of such persons, and
the best approaches to their daily
care. The need for research is clearly
manifest. It is the purpose of this sub-
part to permit the conduct of responsi-
ble investigations while providing ad-
ditional safeguards for those institu-
tionalized as mentally disabled.

§ 46.503 Definitions.

As used in this subpart:

(a) “Secretary” means the Secretary
of Health, Education, and Welfare and
any other officer or employee of the
Department of Health, Education, and
Welfare to whom authority has been
delegated.

(b) “DHEW” means the Department
of Health, Education, and Welfare.

(C) “Mentally disabled” individuals
includes those who are mentally ill,
mentally retarded, emotionally dis-
turbed, psychotic or senile, regardless
of their legal status or the reason for
their being institutionalized.

(d) “Individuals institutionalized as
mentally disabled” means individuals
residing, whether by voluntary admis-
sion or involuntary confinement, in in-
stitutions for the care and treatment
of the mentally disabled. Such individ-
uals include but are not limited to pa-
tients in public or private mental hos-

pitals, psychiatric patients in general
hospitals, inpatients of community
mental health centers, and mentally

disabled individuals who reside in half-
way houses or nursing homes.

(e) “Children” are persons who have
not attained the legal age of consent
to general medical care as determined
under the applicable law of the juris-

diction in which the research will be
conducted.

(f) “Parent” means a child’s natural
or adoptive parent.

(g) “Legally authorized representa-
tive” means an individual or judicial or
other body authorized under applica-
ble law to consent on behalf of a pro-
spective subject to such subject’s par-
ticipation, in the particular activity or
procedure. An official serving in an in-
stitutional capacity may not be consid-
ered a legally authorized representa-
tive for purposes of this subpart.

éh) “Minimal risk” is the probability
and magnitude of physical or psycho-
logical harm or discomfort that is nor-
mally encountered in the daily lives,
or in the routine medical or psycho-
logical examination, of normal individ-
uals.

(i) *“Assent” means a prospective
subject’s affirmative agreement to par-
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ticipate in research. Mere failure to
object shall not, absent affirmative
agreement, be construed as assent.

Assent can only be given following an
explanation, based on the types of in-
formation specified in § 46.103(c), ap-
propriate to the level of understanding
of the subject, in accordance with pro-
cedures established by the Institution-
al Review Board.

(J)) “Consent auditor” means a
person appointed by the Institutional
Review Board to ensure the adequacy
of the consent process, particularly
when there is a substantial question
about the ability of a subject to con-
sent or assent or when there is a sig-
nificant degree of risk involved. Con-
sent auditors are responsible only to
the Board and should not be involved
with the research, nor should they be
employed by or otherwise associated
with the institution conducting or
sponsoring the research, or with the
institution in  which the subject re-
sides. They should be persons familiar
with the physical, psychological, and
social needs of the class of prospective
subjects as well as with their legal
status.

(k) “Advocate” means an individual
appointed by the Institutional Review
Board to act in the best interests of
the subject. The advocate will, al-
though he or she is not appointed by a
court, be construed to carry the fidu-
ciary responsibilities of a guardian ad
litem toward the person whose inter-
ests the advocate represents. No indi-
vidual may serve as an advocate if the
individual has any financial interest
in, or other association with, the insti-
tution conducting or sponsoring the
research, nor with the institution in
which this research in conducted; nor,
where the subject is the ward of a
State or other agency, institution, or
entity, may the advocate have any fi-
nancial interest in, or other associ-
ation with, that State, agency, institu-
tion, or entity. An advocate must be
familiar with the physical, psychologi-
cal, and social needs and the legal
status of the class of individuals insti-
tutionalized as mentally disabled in
the institution in which the research
is conducted. [This definition will be
retained in the final regulations if
duties are assigned to ‘“advocates.”l

§46.504 Additional duties of the institu-
tional review boards where individuals
institutionalized as mentally disabled
are involved.

(a) In addition to all other responsi-
bilities  prescribed  for Institutional
Review Boards under this part, the
Board shall review research covered by
this subpart and approve such re-
search only if it finds that:

(1) The research methods are appro-
priate to the objectives of the re-
search.

FEDERAL
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(2) The competence of the
investigator(s) and the quality of the
research facility are sufficient for the
conduct of the research;

(3) Appropriate studies in nonhu-
man systems have been conducted
prior to the involvement of human
subjects:

(4) There are good reasons to involve
institutionalized individuals as sub-
jects of the research. In reviewing pro-
posals to involve institutionalized per-
sons in research, the Board should
evaluate the appropriateness of involv-
ing alternative, noninstitutionalized
populations in the study instead of, or
along with, the institutionalized indi-
viduals. Sometimes, the participation
of alternative populations will not be
possible or relevant, as when the re-
search is designed to study problems
or functions that have no parallel in
free-living persons, (e.g., studies of the
effects of institutionalization or stud-
ies related to persons, such as the pro-
foundly retarded or severely handi-
capped, who are almost always found
in residential facilities.)

(5) Risk of harm or discomfort is
minimized by using the safest proce-
dures consistent with sound research
design and by using procedures per-
formed for the diagnosis or treatment
of the particular subject whenever
possible;

(6) Adequate provisions are made to
protect the privacy of the subjects and
to maintain confidentiality of data.
For example, data may be disclosed to
authorized personnel and used for au-
thorized purposes only: data should be
collected only if they are relevant and
necessary for the purposes of the re-
search and analysis: data should be
maintained only as long as they are
necessary to the research or to benefit
the subjects; and all data should be
maintained in accordance with fair in-
formation practices;

(7) Selection of subjects among
those institutionalized as mentally dis-
abled will be equitable. Subjects in an
institution should be selected so that
the burdens of research do not fall dis-
proportionately on those who are least
able to consent or assent, nor should
one group of patients be offered op-
portunities to participate in research
from which they may derive benefit to
the unfair exclusion of other equally
suitable groups of patients.

(8) Adequate provisions are made to
assure that no prospective subject will
be approached to participate in the re-
search unless the health care profes-
sional who is responsible for the
health care of the subject has deter-
mined that the invitation to partici-
pate in the research and the participa-
tion itself will not interfere with the
health care of the subject;

(9) The Board shall appoint a con-
sent auditor to ensure the adequacy of
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the consent procedures when, in the
opinion of the Board, such a person is
considered necessary, e.g., when there
is a substantial question about the
ability of a subject to consent or to
assent or when there is a significant
degree of risk involved; and

[In the event the Department de-
cides that there should be consent
auditors for all projects, the above
?_a:jatj,;raph will be appropriately modi-
ied.

(10) The conditions of all applicable
subsequent sections of this subpart are
met.

(b) The Board shall carry out such
other duties as may be assigned by the
Secretary.

(c) The institution shall certify to
the Secretary, in such manner as the
Secretary may require, that the duties
of the Board under this subpart have
been fulfilled.

§46.505 Research not involving greater
than minimal risk.

Biomedical or behavioral research
that does not involve greater than
minimal risk to subjects who are insti-
tutionalized as mentally disabled may
be conducted or supported by DHEW
provided the Institutional Review
Board has determined that:

(@) The conditions of 8§46.504 are
met: and

(b) Adequate provisions are made to
assure that no subject will participate
in the research unless:

() The subject gives informed con-
sent to participation:

(2) If the subject lacks the capacity
to give informed consent, the research
is relevant to the subject’s condition,
the subject assents or does not object
to participation, and the subject’s le-
gally authorized representative con-
sents to the subject’s participation; or

(3) If a subject, who lacks the capac-
ity to give informed consent, objects to
participation: (i) The research in-
cludes an intervention that holds out
the prospect of direct benefit to the
subject, or includes a monitoring pro-
cedure required for the well-being of
the subject, (ii) the subject’s legally
authorized representative consents to
the subject’s participation, and (iii)
the subject‘s participation is author-
ized by a court of competent jurisdic-
tion.

[Consideration is being given to

mandating that, in addition to the
above requirements: (1) A “consent
auditor” be appointed by the Institu-

tional Review Board to ensure the ade-
quacy of the consent Process and de-
termine whether each subject con-
sents, or is incapable of consent but as-
sents, or objects to participation, and
(2) whenever the consent auditor de-
termines that a subject is incapable of
consenting, the subject may not par-
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ticipate without the authorization of
an “advocate.”]

§46.506 Research involving greater than
minimal risk but presenting the pros-
pect of direct benefit to the individual
subjects.

(a) Biomedical or behavioral re-
search in which more than minimal
risk to subjects who are institutional-
ized as mentally disabled is presented
by an intervention that holds out the
prospect of direct benefit for the indi-
vidual subjects, or by a monitoring
procedure likely to contribute to the
well-being of the subjects, may be con-
ducted or supported provided the In-
stitutional Review Board has deter-
mined that:

(1) The conditions of section 46.504
are met;

(2) The risk is justified by the pros-
pect of benefit to the subjects;

(3) The relation of the risk to antici-
pated benefit to subjects is at least as
favorable as that presented by availa-
ble alternative approaches;

(4) Adequate provisions are made to
assure that no adult will participate in
the research unless;

(i) The subject gives informed con-
sent to participation;

(i) If the subject lacks the capacity
to give informed consent, the subject
assents to participation. and the sub-
ject’s legally authorized representative
consents to the subject’s participation;
or

(iii) If a subject who lacks the capac-
ity to give consent, does not give
assent, or objects to participation: (A)
The intervention or monitoring proce-
dure is only available in the context of
the research, (B) the subject’s legally
authorized representative consents to
the subject’s participation, and (C) the
subject’s Participation is authorized by
a court of competent jurisdiction.

[Consideration is being given to

mandating that, in addition to the
above requirements: (1) A *“consent
auditor” be appointed by the Institu-

tional Review Board to ensure the ade-
quacy of the consent process and de-
termine whether each subject con-
sents, or is incapable of consent but as-
sents, or objects to participation, and
(2) whenever the consent auditor de-
termines that a subject is incapable of
consenting, the subject may not par-
ticipate without the authorization of
an *“advocate.”]

(5) Adequate provisions are made to
assure that no child will participate in
the research unless:

(i) The subject assents (if capable)
and the subject’s  parent(s) or
guardian(s) give permission, as pro-
vided in section 46.409 of this part; or

(i) If the subject objects to partici-
pation, the intervention or monitoring
procedure is available only in the con-
text of the research, the subject’s
Parent(s) or guardian(s) give permis-
sion, and the subject’s participation is

PROPOSED RULES

authorized by a court of competent ju-

risdiction.
(b) Where appropriate, the Institu-
tional Review Board shall appoint a

consent auditor to ensure the adequa-
cy of the consent process and deter-
mine whether each subject consents,
or is incapable of consent but assents,
or objects to participation. [This para-
graph will be deleted if a consent audi-
tor is required in all cases.]

846.507 Research involving greater than
minimal risk and no prospect of direct
benefit to individual subjects, but
likely to yield generalizable knowledge
about the subjects’ disorder or condi-
tion.

(a) Biomedical or behavioral re-
search in which more than minimal
risk to subjects who are institutional-
ized as mentally disabled is presented
by an intervention that does not hold
out the prospect of direct benefit for
the individual subjects, or by a moni-
toring procedure that is not likely to
contribute to the well-being of the
subjects, may be conducted or support-
ed provided an Institutional Review
Board has determined that:

(1) The conditions of section 46.504
are met;

(2) The risk represents a minor in-
crease over minimal risk;

(3) The anticipated knowledge (i) is
of vital importance for the under-
standing or amelioration of the type
of disorder or condition of the sub-
jects, or (ii) may reasonably be expect-
ed to benefit the subjects in the
future;

(4) Adequate provisions are made to
assure that no adult will participate in
the research unless the following con-
ditions are met:

(i) The subject gives informed con-
sent to participation:

(ii) If the subject lacks the capacity
to give informed consent, the subject
assents to participation, and the sub-
ject’s legally authorized representative
consents to the subject’s participation;
or

(iii) If the subject lacks the capacity
to assent but does not object, the sub-
ject’s legally authorized representative
and a court of competent jurisdiction
consent to the subject’s participation.

The Department is considering the
following additions to the above provi-
sions:

In § 46.507(a)(4)(B), with respect to
subjects capable of consenting: (i)
Adding the requirement that inclusion
of each subject be approved by the
Secretary based upon the advice of a
panel of experts, or (ii) requiring the
approval of an ‘“advocate.”

In 8§ 46.507(a)(4)(C), with respect to
subjects incapable of assenting: (i)
Prohibiting use of such subjects on
the theory that there is no research
which can be performed only with
these subjects, (1i) requiring approval
by the Secretary based upon the

advice of a panel of experts, or (iii) re-
quiring the approval of an “advo-
cate.”]

(5) If the subject is a child, the re-
quirements of 8§ 46.407 and 409 of sub-
part D (relating to research involving
children) are satisfied.

(b) No subject may be involved in
the research over his or her objection.

(c) The Institutional Review Board
shall appoint a consent auditor to
ensure the adequacy of the consent
process and determine whether each
subject consents, or is incapable of
consenting but assents, or is incapable
of assenting but does not object, or ob-
jects to participation. [This paragraph
will be deleted if a consent auditor is
required for all research covered by
this subpart.]

§46.508 Research not otherwise approv-
able which presents an opportunity to
understand, prevent, or alleviate a seri-
ous problem affecting the health or
welfare of individuals institutionalized
as mentally disabled.

Biomedical or behavioral research
that the Insitutional Review Board
does not believe meets the require-
ments of 88 46.505, 46.506, or 46.507
may nevertheless be conducted or sup-
ported by DHEW provided:

(@) The Instituional Review Board
has determined the following:

(1) The conditions of § 46.504 are
met; and

(2) The research presents a reason-
able opportunity to further the under-
standing, prevention, or alleviation of
a serious problem affecting the health
or welfare of individuals institutional-
ized as mentally disabled; and

(b) The Secretary, after consultation
with a panel of experts in pertinent
disciplines (e.g., science, medicine, edu-
cation, ethics, law) and following op-
portunitﬁ/ for public review and com-
ment, has determined either (1) that
the research in fact satisfies the condi-
tions of 88 46.505, 46.506, or § 46.507, as
applicable, or (2) the following:

(i) The research presents a reason-
able opportunity to further the under-
standing, prevention, or alleviation of
a serious problem affecting the health
or welfare of individuals institutional-
ized as mentally disabled,;

(ii) The conduct of the research will
be in accord with basic ethical princi-
ples of beneficence, justice, and re-
spect for persons, that should underlie
the conduct of research involving
human subjects; and

(iii) Adequate provisions are made
for obtaining consent of those subjects
capable of giving fully informed con-
sent, the assent of other subjects and
the consent of their legally authorized
representatives, and, where appropri-
ate, the authorization of a court of
competent jurisdiction [and if
88 46.505, 46.506, 46.507 require an ad-
vocate, the authorization of that advo-
cate].

[FR Doc. 78-31822Filed 11-16-78; 8:45 am]
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