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UNIVERSITY FACULTY SENATE
303 HULLIHEN HALL
PHONE: 302-738-2829 December 30, 1974

MEMORANDUM
TO: All Faculty Members

FROM: E. Paul Catts, Vice President Z?f;zﬁigkhz_

University Faculty Senate
SUBJECT: Regular Senate Meeting, January 6, 1975

In accordance with Section IV, paragraph 6 of the Constitution, the regular
meeting of the University Faculty Senate will be held on Monday, January 6, 1975,
at 4 PM in Room 110 Memorial Hall.

AGENDA
I. Adoption of the Agenda.

1I. Approval of Minutes of December 2, 1974.
III. Announcements

IV. 01d Business (None) s

V. New Business

A. Recommendation from the Graduate Studies Committee as amended and
approved by the Committee on Undergraduate Studies concerning policy on
600-1evel courses for undergraduates (Attachment 1).

B. Recommended policy from the Graduate Studies Committee concerning
opening all Ph.D. dissertation defenses to all graduate faculty as
follows:

"That the policy be adopted that all Ph.D. dissertation
defenses be open to the graduate faculty and that an announce-
ment of the time, place, subject, candidate's name, and the
title of the dissertation be published in the University
Newsletter prior to the defense."

C. Proposed regulations from the Committee on Undergraduate Admissions
and Standing to implement Senate-approved policy on Satisfactory
Progress Toward Degree (Attachment 2).

D. Recommendation from the Committee on Research concerning policy on
Involvement of Human Subjects in Research and Research-Related
Activities (Attachment 3).

NOTE: A reference copy of the Federal Regulations from the Department
of Health, Education, and Welfare is in the Senate Office for anyone
interested in studying the rulings on which this policy is based.






All Faculty Members -2 - December 30, 1974

E. Summary of opinions of the Committee on Research concerning establish-
ment of a University of Delaware Press (Attachment 4).

F. Such items as may come before the Senate. (No motion introduced at
this time may be acted upon until the next meeting of the Senate.)

Attachments are in the hands of your Senators. Distribution also includes
one copy for each ten faculty members of each department.

EPC/dpe

Attachments: 1 through 4
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ATTACHMENT 1}

POLICY ON 600-LEVEL COURSES FOR UNDERGRADUATES

600-1level courses are graduate courses, some of which are open to
advanced undergraduates with the consent of the instructor. There should
be a single standard of expectation and grading. In those few cases where
the number of either undergraduate or graduate students does not permit
adequate offerings, a graduate course at the 600 level may be combined
with a separately numbered undergraduate course in the same section, The
graduate component must be offered at the graduate level as indicated
above. The approval of 600-level courses is subject to review by the
Committee on Undergraduate Studies as to the appropriation for enrollment
for undergraduate credit,

dpe

December 30, 1974






ATTACHMENT 2

PROPOSED REGULATIONS TO IMPLEMENT POLICY ON
SATISFACTORY PROGRESS TOWARD DEGREE

On December 2, 1974, the Committee on Undergraduate Admissions and

Standing unanimously approved the following regulations as a means of
implementing the policy approved by the Faculty Senate on November S5, 1973.

1.

To meet the conditions of this policy, a full-time student in any two
consecutive semesters must register for and complete at least 12 credit
hours in one of the semesters.

For example, a full-time student satisfies the progress toward the degree
requirement if in one semester the student completes 12 credit hours, but
in the next following or last preceding semester completed less than 12
credit hours. A full-time student who completes less than 12 credit
hours in one semester and also completed less than 12 credit hours in

the next following or last preceding semester does not meet the conditions
of progress toward the degree.

A full-time undergraduate student is one (a) who is classified as full-time
and/or (b) one who is registered at the end of the late registration
period in any semester for 12 or more credit hours. Students are admitted
to the University as either full-time or part-time degree candidates.
Following matriculation, this status is determined each semester based

on the number of credit hours for which the student is initially registered
at the end of the late registration period.

A course will be considered as completed and the credit hours will be
applied toward the minimum required for satisfactory progress if the final
grade for the course is A, B, C, D, F, or P. Courses graded with the
temporary grades of I, S, or U at the end of a given semester must be
completed with a final grade of A, B, C, D, F, or P in order to count
toward satisfactory progress in the subsequent review at the end of the
next semester in which the student has enrolled. A course will not be
considered as completed and the credit hours will not be applied toward
fulfillment of the minimum required for satisfactory progress if the final
grade is L, LW, W, WF, or Z, or the temporary grade is N.

The progress toward the degree requirement applies only to the first and
second semesters in each academic year. Undergraduate students are not
required to enroll in or meet progress requirements in the Winter Session
or the Summer Session.

Students who are dropped for failure to make progress may qualify for
readmission by enrolling in the Winter Session, the Summer Session, or
through the Division of Continuing Education. Such students must enroll
for at least 6 credit hours (minimum of two courses) in each semester or
session for which enrolled and must receive a final grade of A, B, c, D,
F, or P in each course for which enrolled. Such students will not qualify
for readmission if the final grade is L, LW, W, WF, Z, or with a temporary
grade of I, S, U, or N. Temporary grades must be removed prior to
approval for readmission.
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Students enrolled in the Division of Continuing Education in order to
qualify for readmission will not be permitted to register for regular
daytime courses, except in those cases in which no courses offered
through the Division of Continuing Education are applicable to the
remaining degree requirements of the student.

The Committee on Undergraduate Records and Certification will evaluate
each case individually at the end of each semester. The committee will
evaluate mitigating circumstances as reported by the dean or other col-
lege representatives, by faculty, or by the student through direct
petition to the committee. When circumstances warrant, the committee may
reinstate students who fail to make progress as specified in this policy
or give warning that failure to meet the policy in the next enrollment
period will result in dismissal. In implementing this policy, the com-
mittee will consider illness, accident, or other circumstances beyond the
control of the student, as well as the student's efforts to maintain
progress through enrollment in the Winter and Summer Sessions.

The policy approved by the Faculty Senate on November 5, 1973, states as

follows:

dpe

It is expected that full-time undergraduate students will
register for and complete a minimum of 12 credit hours each
semester. Full-time students who fail to complete 12 credit hours
in any two consecutive semesters (including F and excluding L and W)
will, except in unusual circumstances, be dropped from the University
of Delaware for failure to make adequate progress toward a degree.

To become eligible for readmission, students dropped under these
conditions must complete a minimum of 6 credit hours (two courses)
in a summer session or 2 minimum of 6 credit hours (two courses) in
a regular semester through the Division of Continuing Education.
(Students will not be permitted to register in the Division of
Continuing Education for regular daytime courses.) Grades of W or
L will not be acceptable in meeting this requirement.

December 30, 1974






ATTACHMENT 3

UNIVERSITY OF DELAWARE POLICY ON THE INVOLVEMENT OF HUMAN SUBJECTS
IN RESEARCH AND RESEARCH-RELATED ACTIVITIES

I. UNIVERSITY RESPONSIBILITY

The protection of the individual as a research subject is an obliga-
tion recognized and assumed by this University. Therefore, any
study which involves human subjects must be performed under condi-
tions which insure the rights and welfare of the subject through
adequate safeguards and the informed consent of those involved.
Such consent is valid, however, only if the individual is first
given a fair explanation of the procedures to be followed, their
possible benefits and attendant hazards and discomforts, and the
reasons for pursuing the research and its general objectives. This
is particularly important when the experimentation or research is
not for the direct benefit of the subject. Safeguards should be
especially stringent when the subject is legally or physically un-
able to give consent himself, as in the case of minors.

In order to assure a uniform implementation of the foregoing princi-
ples, it is the policy of this University to require review and ap-
proval of individual projects by an appropriate committee to assure
that:

1. The risks to the subject are so outweighed by the sum
of the benefit to the subject and the importance of
the knowledge to be gained as to warrant a decision
to allow the subject to accept these risks;

2. The rights and welfare of any such subjects will be
adequately protected;

3. Legally effective informed consent will be obtained
by adequate and appropriate methods; and

4. The conduct of the activity will be reviewed at timely
intervals.

II. INVESTIGATOR RESPONSIBILITY

Each university investigator who is planning a project which will involve

the use of human subjects in research is expected to: 1)

make available to the Review Committee the plans for anticipated
research prior to beginning the project and in sufficient time to
allow the committee to take action; 2) make clearly evident in
the written research plan, or through any further information
which may be needed, precisely how the rights and welfare of the
research subjects are to be protected, how informed consent of hu-
man subjects is to be obtained, and whether written consent forms
are to be utilized; and 3) during the course of the project make



ject in any research, development, training or related activity

methods necessary to meet his needs, or increases the ordinary risks
of daily life, including the recognizeg risks inherent in a chosen
field of service. Subjects also may include persons involved in
environmental or epidemiological Studies; donocrs of services; and
living donors of body fluids, organs or tissues.

Iv. APPLICABILITY

ures that go beyond the diagnostic ang therapeutic needs of the
subject as determined by the Review Committee. Such Projects may

avar . the procurement of human materials Oor services and may be

el Lo as research, training, development, or related activitiey;

Womay e internally Supported by University funds or externally |
‘pported through a grant, contract, fellowship, or traineeship. ‘he 4
applicability of this policy is most Obvious in medical and behavioral
science research involving Procedures that may induce a potentially
harmful altered State or condition, Surgical Procedures; the removal
of organs or tissues for biopsy, transplantation or banking; the
administration of drugs or radiation; the use of indwelling catheters
Or electrodes; the reqguirement of strenuous physical exertion; sub-
jection to deceit, public embarrassment, or humilitation are all ex-
amples of procedures which require thorough Scrutiny by the instity-
tional conmitoeo. (S alse Section b, Procedure.)

There is a wide fange of medical, social and behavioral research in
which no immediate risk to the subject is involved, However, some
of these may impose varying degrees of discomfort, irritation, and
harassment. 1p addition, there may be substantial potential injury
to the subject's rights if attention is not given to maintenance of
the confidentiality of information obtained from the subject and the
Protection of the subject from misuse of findings. 1In this category
are projects which may involve the use of data obtained previously
for purpcses other than the research in question.

There is also research concerned solely with discarded human materials
obtained at surgery or in the course of diagnosis or treatment. The

use of these materials involves no possible element of risk to the
subject. In such instances, the only requirement that need be consig- P
ered is a review of the circumstances under which the materials are to
be procured,



* The final determination of what constitutes human involvement is
the proper concern of the University Review Committee.

V. IMPLEMENTATION

A. The Review Committee

The Review Committee will have responsibility for the final
review and approval of projects involving human subjects.
One member must not be a University employee but the other
members will ordinarily be from the University community.
Membership will be made up of:

A Sociologist

An Anthropologist

A Psychologist

A University employed Medical Doctor

A Nurse with Graduate Degree

A Medical Doctor

The Coordinator of Research

The Assocliate Provost for Research, Chairman
The Dean of Students.

Whenever it is deemed advisable, independent consultants may

be called upon to assist the Review Committee.
A quorum of five members is required to render decisions.

B. Information Reguired for Committee Consideration

The proposal in its final form, together with a brief protocol
describing human subject protection, shall be submitted to the
committee (9 copies). In the event that the final draft of

the proposal has not been completed in time to meet the dead-
line for committee review, rough drafts (9) may be submitted
with the protocol. The final draft must conform to the orig-
inal protocol and one copy must be submitted to the Coordinator
of Research as soon as possible.

The following information is required in the protocol:
1. The title of the project and the investigator's name.
2. Research objectives.

3. A description of the study with particular respect to
methodology and plan of action, including information
on the following:

a. The manner and the extent to which human subjects
will be involved.
b. The procedures, tools, etc. to be employed. Include
examples and a description of all questionnaires.
y Copies of the questionnaires must be submitted to
the committee for review before use.



c. What the subjects will be told about their involve-
ment in the study.

d. How informed consent will be obtained and recorded.

€. Whether there will be any potential risks to the
subject.

f. What measures will be taken to safequard the welfare
of the subject, his right of privacy and the confi-
dentiality of information being handled.

g. Whether minors will be involved.

h. Whether personality tests or inventories will be
used.

i. What inducements, if any, will be offered the subject.

4. Current statement of ethics for the discipline. (If not
already on file in the Research Office.)

Informed Consent

Informed consent means the knowing consent of an individual or
his legally authorized representative, so situated as to be
able to exercise free power of choice without undue inducement
or any element of force, fraud, deceit, duress, or other form
of constraint or coercion. The basic elements of information
necessary to such consent include:

1. a fair explanation of the procedures to be followed, and
their purposes, including identification of any proce-
dures which are experimental;

2. a description of any attendant discomforts and risks rea-—
sonably to be expected:

3. a description of any benefits reasonably to be expected;

4. a disclosure of any appropriate alternative procedures
that might be advantageous for the subject;

5. an offer to answer any inquiries concerning the procedures;

6. an instruction that the person is free to withdraw his con-
sent and to discontinue participation in the project or
activity at any time without prejudice to the subject; and

7. in the case of minors the consent of a legally authorized
representative is required.

The University is obligated to obtain and document legally ef-
fective informed consent when any research proposes to place
any subject at risk. No such informed consent, oral or written,
shall include any eXculpatory language. The consent will be
documented in one of the three following forms:

1. A written consent document embodying all of the basic ele-
ments of informed consent which is signed by the subject
after he has been given adequate opportunity to read it.



2. A short, written consent form document indicating that the
basic elements of informed consent have been presented
orally to the subject. » The short form must be signed by
the subject and by an auditor witness to the oral presenta-
tion and to the subject's signature.

3. A modification of either procedures 1 or 2 that is approved
by the Human Subjects Committee. Such a modification must
establish 1) that the risk to any subject is minimal; 2)
that use of either of the primary procedures for obtaining
informed consent would surely invalidate objectives of con-
siderable immediate importance and 3) that any reasonable
alternative means for attaining these objectives would be
less advantageous to the subjects.

Confidentiality

The identify of a human subject shall not be revealed without
the prior consent of the subject. If the data are used in con-
nection with additional research, the consent of the subject
must be obtained before the subject is identified with the
additional research. The records identifying the subject with
the research must be kept apart from the experimental data and
must be kept under security conditions equivalent to "confiden-
tial data" regulations.

Procedure

Every proposal involving human subjects must be reviewed prior
to the start of the project or submission of it to an outside
sponsor. The proposal and explanatory protecol should first
be submitted to the departmental chairman for approval. If
there is a departmental review committee, the chairman will
take the responsibility for transmitting the proposal to that
committee. After departmental approval, the proposal and
protocol is sent to the Office of the Coordinator of Research
for transmittal to the University Review Committee. (Nine
copies are required) In order to allow for any modifications,
the proposal must be submitted to the committee at least fif-
teen (15) working days prior to any deadline date. The com-
mittee will review the proposal and respond within ten (10)
working days.

On-going projects will be reviewed on an annual basis unless a
significant change in protocol dictates more frequent reviews.
The committee is responsible for initiating a review of proto-
cols on a more fregquent than annual basis when the committee
determines this action is advisable.

Since the review process may involve either individual consid-

eration of proposals by commnittee members or a formal committee
meeting, questions or reservations concerning the proposed proj-
ect may be communicated to the author of the proposal by either



such communication prior to final approval by all members of
the committee. After completion of committee review, the
chairman wil} communicate the results of the review to the
author of the proposal with copies to the Department and the

Research Office.

Decision of the committee will be on the basis of a majority
of those voting. A minority report is required from those
dissenting from the majority opinion.

The preparation of files relating to the review of each proj-
ect, including letters and memoranda pertaining to the resolu-
tion of problems, copies of consent forms, approvals and dis-
approvals, etc. will be the responsibility of the Committee
Chairman. After a decision has been reached by the committee,

retained.

Special Short Procedure

When there are no stipulations by a sponsoring agency and when
the subject runs no apparent risk of bodily harm, public em-

barrassment or humiliation, research may be carried out after
approval by the Departmental Review Committee with the concur-

Tence of the Coordinator of Research. Aan informational copy of

the research protoceol and the departmental approval will be
sent to the chairman of the University Review Committee in all
such cases.

December 30, 1974
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ATTACHMENT 4

SUMMARY OF OPINIONS OF THE COMMITTEE ON RESEARCH
CONCERNING ESTABLISHMENT OF A UNIVERSITY OF DELAWARE PRESS

(NOTE: This summary is intended as a platform for further discussions by

the University Community concerning this matter.)

Dr. John W. Shirley, Consultant to the President, presented five options

to the Committee concerning the University's support of scholarly publications
as follows:

1.

dpe

An independent University Press in the traditional manner with staff and
facilities for the production of fifteen to twenty books a year. It would
cost the University of Delaware about $3,000,000 to get underway and keep
such a press, in other words, about a one-year income from UNIDEL.

A consortium press serving an area, such as the New England Press, which
serves ten colleges. Such a press is not suitable in Delaware because of
its geographical location near other existing presses,

A fusion of scholarship with business in which a commercial press sets up
a subsidiary to act as a university press.

A contractual press such as the arrangement we now have with the Temple
Press, However, this press is a new one without a large backlog. Johns
Hopkins University has a well-established press and has shown some interest
in an arrangement with Delaware.

The practice of subsidizing or underwriting any book written by a faculty
member of the University of Delaware and accepted by other presses., Good
presses will now accept subsidies although they refused to do so in the
past because the practice smacked of the vanity press.

After discussing these options, the Committee agreed to the following:

That options 3 or 4 (above) were the more desirable of those listed.

That the monies necessary for establishment of such a press are needed
elsewhere at this time.

That many years would be needed to establish prestige of such a press.

That temporarily, increase in faculty publication quamity might be effected
by subsidizing accepted manuscripts.

December 30, 1974






UNIVERSITY OF DELAWARE
NEWARK. DELAWARE
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COLLEGE OF ARTS & SCIENCE

DEPARTMENT OF LANGUAGES & LITERATURE December 14 . 19?4
ROOM 325, SMITH HALL

PHONE: 302-738-2%91-2

MEMORANDUM
TQ: The University Senate
FROM: Senate Committee on Research

DOCUMENT: University of Delaware Policy on the
Involvement of Human Subjects in
Research and Research-Relsted Activities,
Decerber 13, 1974

The Senate Committee on Research wishes to submit to
the University Senate this document with Federal
Registers attached: Oct. 9, 1973, Nov. 16, 1973,
May 30, 1974, Aug. 23, 1974, Oct. 25, 1974.

Copies of this document dated Dec. 13, 1974 differ
from copies dated Dec. &, 1974 at the following points:

1) Paragraph II. INVESTIGATOR RKESFOLSIBILITY instead of
FACULTY RESFONSIBILITY. *“Each university investigator"
instead of "each faculty member" and in the next line
v*rasearch" instead of "experimentation". These changes
were authorized by a majority of the Review Committee,
the composition of which is described on p. 3 of the
document.

2) p. 3 at the end of V.A. this sentence had been
omitted:
"A quorum of five members is required to render
decisions.” This is the minimum quorum as specified
in Federal Ekegister (attached) for May 30, 1974,
p. 18918, middle column, paragraph (6).

Submitted by:

WZ ) of A

J. Steiner
Chairman, University Senste
Committee on Research
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TUESDAY, OCTOBER 9, 1973
WASHINGTON, D.C.
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PART 1

DEPARTMENT OF
HEALTH,
EDUCATION,
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DEPARTMENT OF HEALTH,
EDUCATION, AND WELFARE
Office of the Secretary
[45CFRPart 46 ]
PROTECTION OF HUMAN SUBJECTS
Proposed Policy

Notice 1s hereby glven that the Secre-
tary of Health, Education,
proposes to amend Subtitle A of the De-
partment's regulations by adding a new
Part 46 prescribing a policy on protection
of human subjects applicable to activities
supported by Department grants or
coniracts.

The proposed regulations would, with
some changes, codify existing Depart-
ment policy currently set forth In Chap-
ter 1-40 of the DHEW Grants Adminis-
tration Manual, as well as DHEW Pub-
lication No. (NTH) 72-102 (December 1,
1571). Among the changes made In the
existing policy are the following: Bec-
tion 46.2 would make it clear that it 1s
the function of the organizational com-
mittee established under this part to de-
termine whether subjects are at risk;
t 46.4(c) would reguire that each assur-
ance contain a provision under which the
organtzation submitting the assurance
would agree to notify DHEW immedi-
ately of emergent problems affecting the
rights of human subjects, includirg ad-
verse reactions; § 46.6(b) would set forth
& number of requirements relating to the
composition and functioning of the or-
ganizational committee; section 46.8
would prohibit the use of exculpatory
janguage under whicha subject would be
made to waive or sppear lo walve any of
his legal rights; §§ 48.11, 46.13, and 46.14
would require organizatlons recelving
general, institutional-type assistance to
certify that any activity invelving human
subjects has been reviewed and approved
by the organization in accordance with
this part; $48.11 would require organi-
zations to carry out reviewsand approval
of applications and proposals prior to
submission to DHEW: i} 46.20 and 46.21
would Impose record keeping and report-
ing requirements; and § 46.22 would per-
mit sanctions for failure to comply with
the regulations.

In nddition, DHEW thirough the Na-
tionnl Institutes of Health, has appointed
a special study group to review and rec-
ommend poticies for the protection of
human subjects in biomedical research.
The study group is considering, among
olher thiings, the development of speclal
procedures for the use of Incompetents
or prisoners in biomedicnl research, com-
pensation of persons Injured In ciinical
investigations, and a general review of
the legal ethical responsibilities in the
contduct of such research. It is contem-
plated that the recommencations of the
study proun will be considered for in-
cluston in the DHEW repulations Lo be
promulgated in this part.

Inquirics may be addres: ed and data,
views, nnd arguments relating to the pro-

and Wellare.

Ta4B16
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Health, 9000 Rockvilie Plke, Bethesda,
Maryland 20014, All comments received
will be available for inspection at the Na-
tional Institutes of Health, Rooin 303,
Westwood Building. 5333 Westhard Ave-
nue, Bethesda, Maryland, weekdays
(Federal holldays excepted) between the
hours of 9:00 a.m. and 4:30 p.m. All rele-
vant material recelved on or before!
November 8, 1873, will be consldered.

Notice is also given that it is proposed
to make any smendments that are
adopted effective upon publication fn the
Frperal REGISTER,

Dated September 28, 1973,

Casearn W. WEINBERGER,
Secrelary.

It Is therefore proposed to amend
+Subtitle A of Title 45 of the Code of Fed-
eral Regulations by adding the following
new Part 46:

PART 46-—PROTECTION OF HUMAN
SUBJECTS

Sec,
468.1
48.3
483
464
4656
466

Applicabliity.

Policy.

Definitlons.

Submisslon of assurances,

Typed of pesurances.

Minlmum requiremsnts for general
ASIUTANCES,

Minimum requirements for epecial
assurances

Obllgation to secure informed consent;
prohlbition of exculpsatory clauses.

Documentation of informed consent.

Reserved.

Certification, general assurances.

Certificatlon, speclal ASSurances.

Propossls lacking definlte plany for
the Involvement of human subjects.

Proposals not submitted with the In-
tent of involving human subjects.

Cooperative activities,

Investigational new drug number.
Implementation and revision of
AASUTATICES,
Organieation’s

billty.
Withholding of funds.
Organlzatlon's records.
Reports.
Early termination of awards: sanctlons
for noncompliance,
Conditions,

46.7
468

469

46.10
46.11
46812
48.13

48,14
40.15
46.17

45.18 executlve responsi-

4619
48.20
40 21
4622

4623
AUTHORITY,—5 U.B.C, 301,
£ 16.1  Applicability.
The regulations in this part are ap-
plicable to all Department of Health,
Fduralion, and Welfare grants and

contracts supporting activitles in which
human subjects may be &t risk,
§ 16.2
{n) Snfeguarding tke rights and wel-
fare of subjects at risk in activitles sup-
ported under grants nnd contracts from
DHEW s the principal responsibility ol
the grganization which receives or is ac-
countable to DHEW for the funds
awarded for the support of the activity.
In order to provide for the adequate dis-
chiarge of this organizational responsi-
bility.. it Is the policy of DHEW that no
activity involving any human subjects
at risk supported by a DIIEW grant or

I’olicy.

§ ]
po?e_d rc%"‘“‘_""}“ mayt b‘il pres::xlll,fecl 1N} contract shall be undertaken unless the
writing, in triplicate, to the Chilef, In-1 prganization has revlewed and approved

stitutional Relatlons Branch, Divislon of
Resentch Grants, National Institutes of

' such nctivity and submitted to DHEW

n certification of such revlew and ap-

proval, In accordance with the requlre-
ments of this part.

(b) This review shall determine
whether any human subjects are at risk
and, it o0, that the rights and wellare
of the subjects Involved are adequately
protected, that the risks to an individual
are outwelghed by the potentlal henefits
to him or by the Importance of the
knowledge to be gained, and that in-
formed consent 1s to be obtalned by
methods that are adequate and ap-
propriate.

(¢) No grant or contract involving hu-
man subjects at risk will be awarded to
an indlvidual unless he 1s afliated with
or sponsored by an organization which
can and does essumre responsibility for
the protection of the subjects involved.

§46.3 Definitions.

(a) "Organization” means any public
or private institution or agency {inciud-
ing State and local governmentas).

(b) "EBubject at risk” means any in-
dividual who may be exposed to the pos-
sibility of harm—physical, psychological,
sociological, or other—aa A consequence
of participation as a subject In any re-
search, development or demonstration
activity which goes beyond the applica-
tion of those established and accepted
methods necessary to meet his needs,

(¢) “Informed consent” includes the
following basic elements:

¢1) A falr explanation of the proce-
dures to be Iollowed, and their purposes,
including identification of any procedures
which are experimental;

(2) A description of the attendant dis-
cornforts and risks reasonably to be ex-
pected:

(3) A description of any beneflts rea-
sonnbly to be expected;

(4) A disclosure of any appropriats
alternative procedures that might be ad-
vantagecus for the subject;

(5) An offer to answer any ingulirles
concemrning the procedures; and

(8) An instruction that the subject ia
free to withdraw his consent and to dls-
continue participstion In the project or
activity at any time,

(d) “Seecretary” means the Secrelary
of Health, Education, and Welfare and
any other officer or employee of the De-
partment of Health, Education, and Wel-
fare to whom the authority involved has
been delegated.

(e) "DHEW" means the Department
of Health, Education, and Wellare.

§ 46.4 Submission of assurances.

() Recipients or prospective reclpl-
ents of DHEW sssistance under & grant
or contract involving subjects at riak
shall provide written assurance accept-
able to DHEW. that they will comply
with DHEW policy as set forth in this
part, Each assurance shall embody a
statement of compllance with DHEW
requirements for initlal and continuing
commilttee review of the supported actlv-
ttles: e set of Implementing guidelines,
including identification of the commit-
tee and a description of its review pro-
cedures: or, in the cese of special assur-
snces concerned with single projects or
artivities, & report of Initial findings
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continuing review development, and service programs of
the types supported by DHEW,

(2) The committee members shall be
identified to DHEW by name, earned de-
Erees, if any, position or occupation,
representative capacity, or by other
pertinent Indications of experfence such
23 board certification, licenses, etc.
Thereafter, changes in committee mem-
bership shall be reported
such form and at such times as the Bee-
Tetary may require,

(3) No member of o commiltee shail

and proposed
Procedures.

(b) Such assurance shall be executed
by an individual authorized to act for
the crganization and to assume on be-
half of the organfzation the obligations
imposed by this part, and shall be filed
in such form and manner as the Secrea
tary may require.

(c) Each assurance shall contain a
provision requiring the organization to
give DHEW Immediate notification
under this part of emergent probiems
affecting the rights of human subjects,
including adverse reactions to drugs, ap-
plances, or other substances,

§ 40.5 Types of assurances.

(a) Genergl gssurances. A genera)
assurance describes the review and im-
prlementation Procedures applicable g
all DHEW-supported activities con-
ducted by an organization regardless of
the number, locatlon, or types of it
components or field activitles. Genera)
assurances wil] pe required from organi-
<atlons having a signlficant number of
concurrent DHEW projects or activities
involving human subjects,

(b) Special assurances. A speclal ag-
surarnice will, as g rule, describe those
review and Implementation Procedures
& single project or actlvity,
Speclal assurances wiil not normally be
soliciteq or accepted from organizations
which have acceptable general assur.
ances on file with DHEW.

§46.6 Minimum requirenients for gen.
eral mssurances,

The orgamization must Include as part
of itsx general assurance Implementing
guidelines that specifically provide for:

2} The statement of prinelples which
wlll govern the organization In the dis-
charge of its responsibilities for protect-
ing the rights and welfare of subjfects.

Is may Include appropriate existing
codes or declarations, or statements for-
muiated by the organlzation itself. 1t §s
to be understood that no such prin.
ciples supersede DHEW polley or appli-
cable law.

(b) A committee or committee stryc-
ture which will conduct Initjal and con-
tnuing reviews in accordance with the
Policy outlined in § 46.2. Such committee
structure or committee shall meet the
Toliowing. requirements:

(1) The committee inust be composed
of not less than flve persons with vary-
ing backgrounds to assUre complete and
adequate review of profects and activi-
tles commontly conducted by the organl-

he has a conflleting interest,
provide Information requested by the
committee.

(4) No committee or guorum of
committee shall consist entirely of em-
ployees of the organization,

(5) No tommittee or quorum of a
commitiee shall pe composed entlrely of
members of o single professional group
or lay group.

(8) The quorum

under the &ssurarnce,
(¢) The procedures

nization will

tinuing

which the orga-
follow in its inltial and con-

review of broposals and
activities,

{(d) The Procedures which the com-
‘mittee will follow to provide advice and

reporting
emergent problems or
in a project or other

adverse sections,
progosed changes
activity.

{e) The procedures which the organ!-
zatlon will follow to maintain an active
and effective committee and to imple-
ment its recommendations.

§ 46.7 Minimum requirements for e
clul ansurances,

An acceptable special assurance shall:

{a) Identify the specific grant or con-
tract involved by Its number, {f known:
by its full title; and by the hame of the
Project or propram director, principal In-
vestigator, fellow, or other person im-
mediately responsible for the conduct of

quirements of § 46 6(b) and be executed
by an appropriate organlzational offcial,
(b} Describe the makeup of the com-
mittee and the traintng, experience, and
background of its members:
(¢) Contain the comm{ittee's descrip-

zation. The committee's membership, tion{n Beneral terms of those risks to the
maturity, experlence, and expertise must subject that it Tecognizes as Inherent in
be such a5 to Justify respect lor its the activity;

Advice and counsel. In addition to pos- {d) Describe the consent procedures
sesslng the professional competence to tg ba used and attach any consent state-
revlew spectfic activities, the commitlee ment(s) to be signed, heard, or read by
must be able to determine the accepta- the subject or respensible third partles;

bility of the broposal In terms of the {e) Outline the circumstances under
organization's commitments and regu- which the director or investigator will be
lations, appllicable law, standards of required to inform the committee of pro-
Drofesslonal eonduct and” practice, and poseq changes in the activity, or of
rommunity attitudes Tle cotmitlee  emergent problems  involving human
must therefore include persons whose subject,:

primary concerns lie in these areas tf) Indicate whether the director or
rather than in the conduct of research, investigator wii] be required to submit
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written reports, appear for Interviews, or
be visited by the cormunlitee or commit-
tees o provide for continuing tevier

§46.8 Obligation 10 secure inforny
consent; prohibLition of exculpaiory
clauses,

Any organization Proposing tg placa
any subject at risk 15 obligated to Obtain
and document Informed consent. Ne in-
formed consent, oral or written, obtained
under an assurance provided pursuant
to this part shay include any exculpatory
language through which the subject is

§ 16.9 Documentaiion of Informed con.
sent,

The actual brocedure utilized in obe
taining informed consent and the basls
for committea determinations that the
procedures are adequate ang appropriate
shall be fully documented, The docu.
mentatfon of consent will follow one of
the following three forma:

{a) Provlsion of a

ment Is to be signed by the subject or his
authorized representatlve, A sample of
the document ge approved by the com-
mittee I3 to be retalned in its records,

Lo be approved by the com-
mittee. The “short" form is to be signed
by the subject or his authorjzed repre-
sentative and an auditor witness to the
and to the subject's
of the approved um-
mary, annotated to sh
is to be signed by the

(¢) Modification of elther of the pri-
mar; procedures outlined In paragraphs
{a8) and (b) of this sectlon. Granting of
permission to use modlfied procedures
fmposes additlona] responsibility upen
the review commities and the organiza-
tion to establish that the risk to any
subject Is minimal, that use of either of
the primary Procedures for obtaining in-
formed consent would surely invalidate
objlectives of considerable Immediate Im-
portance, and that any reasonable alter-
native means for attalning these objec-
tives would be less advantageous to the
subject. The committee's reasons for
permitting the use of modifled proce-
dures must be individuslly and specifi-
calty documented In the minutes and in
reports of committee actions to the files
of the organization. All such modlfica-
tions must be approved by the committee
in the minutes sigmned by the commiittee
chairman, Approval of any such modifi-
cations should be regularly reconsidered
as a function of continuing review and as
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required for annual review, with docu-
mentation of reaffirmation, revision, or
discontinuation as appropriate.

§ 46.10 {Reserved)
§ 46.11 Cenrtification, general  mssurs
ances.

{a) Timely review. All proposals In-
volving human subjects submitted by or-
ganizations should be given review and
approval prior to submisslon to DHEW.
The proposal or application should be
appropriately marked in the spaces
provided on forms, of the following state-
ment should be typed on the lower or
right hend margin of the page bearing
the name of the official authorized to sign
or execute applicatlons or proposals for
the organtzation.

HUMAN BUBJECTS—REVIEWED AND AP-
PROVED ON._ . ococcmammmmssammmamna e

The date of review and approval must be
no later than the proposal submisslon
date unless an extension of time s
granted by the Secretary. In no event
will review of the propesal by the DHEW
operating agency concerned be completed
untll review by the organization has been
certified.

(b) Proposals not certified. Proposals
not properly certified, or submitted as
not involving human subjects and found
by the operating agency to Involve hu-
man subjects, will be returned to the
applicant institution.

t¢) Notification of DHEW where ac-
tivities supported by fnstitutional-type
granis. In those instances in which an
organization recelves general assistance
{e.g., institutional-type grants) not re-
quiring DHEW approval for specific ex-
penditures, no actlvity involving humsn
subjects shall be undertaken untll the
organlzation has submitted to DHEW:
(1) A certification that the activity has
been reviewed and approved in accord-
ance with this part and (2} a detailed
deseription of the proposed activity (in-
cluding any protocol or simllar docu-
ment),

§ 46.12 Certification, speciul assurances.

Institutions not having accepted gen-
eral assurances on file with the DHEW
must submit a speclal assurance with
each applleaticn or proposal involving
human subjects. Such an aszurance shall
be considered to provide certification
for the initlal grant or cantract period
conrerned. No addittonal documentaticn
15 required. If the terms of the grant or
contract recommend adaitional years of
snport, but with pertodic award or ob-
ligatlon of funds, any nencompetinz te
rewal application or propesal shall oo
certified in the manner described in the

preceding section.
E16.13  Proposals lacking dofinite plane

for imolvement of human subjects,

Coeitain types of proposals are suh-
mitled with the knowledg® that cubjests
are to be inveolved within the proiocct
perlad, hut definite plans for thisinvol.e-
ment cannot pruperly be {neluded in
the proposal These include a1 certnin
training grants where tralnee projects
remaln to be selected, and (bl reeearch,
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pilot, or developmental studies In which
involvement depends upon such things
as the completion of instruments, or of
prior anlmal studies, or upon th2 purifi-
cation of compounds. Such proposals
should be revlewed and certified tn the
same manner as more definitive pro-
posals but shall provide for resubmission
to the organizetional committee when
definite plans have been completed 1f
sald plans involve the use of human
subjects. Under such circumstances, in
pddition to complying with all other
terms of the grant or contract, no ac-
tivity Involving the use of human sub-
jects shall be undertaken until the
orgenization has submitted to DHEW:
ic)  certification that the activity has
been reviewed and approved In accord-
ance with-thls part after completion of
definite plans and (d) a detailed de-
scription of the proposed  activity
{inciudlng any protocol or simllar docu-
ment). Where support ls provided by
project grants or contracts, subjects
shall also not be involved prior to receipt
of DHEW approval and In the case of
contracts prior to any necessary nego-
tiation and sapproval of an amended
contract description of work.

§ 46.14 Proposals submitted with the
intent of mnot Involving hwinan
suhjecta.

If & proposal, at the tlme It is sub-
mitted to DHEW, does not anticipate
involving or intend to involve human
subjects, no certification should be sub-
mitted. In those instances, however,
where it later becomes appropriate to
uze all or part of awarded funds for one
or mare activitles which will involve
subjects, each such sctivity shall be re-
viewed and approved In accordance with
the assurance of the organization prloy
to the Involvement of subjects, In addl-
tion, noe such activity shall be under-
taken unt!l the organization has submit-
ted to DHEW: (o) A certification that
the activity has been reviewed and ap-
proved in accordance with this part and
ib) a detalled description of the pro-
posed nebivity tncluding any protncol
or similar documentl). Where support is
provided by project grants or contracts,
subjects shall also not be invalved prior
to receipt of DHEW approval and in the
case of contracts prior to negotiation
and approval of an amended contract
deseription of work.

§ 16.15

Cooperative activitles are these which
involve orgenizatlons in additlon ta the
grantee or prime contractor {such as a
contractor under A grantce or a subcon-
tractor under a prime contractor). In
st Instances the granteo or urime coli-
tractor may obtaln access to all or some
of the subjects Involved through one or
more coobrrating organizations. Hegard-
less of the dlstances involved and the
nature of Lhe couperative arrangement,
thr hasic DHEW policy applies and the
granee or prime contractor remains re-
suonsitle for safezuarding the rights and
welfnte of the subjects

(a1 Organization with general @ssur-
anees, Initial and continuing review by

Coouperulive petivities.

the organization may be carried out by
one or & combination of procedures:

(1) Cooperating organization with ac-
cepted general assurances. When the co-
operating organization has on file with
DHEW an socepted general assurance,
the grantee or contractor may carry out
its own review or request the cooperat-
ing organization to conduct its o= In-
dependent review and to report to the
grantee’s or contractor's commitiee the
cooperating committee's recommenda=
tions on those aspects of the activity that
concermn individuels for whom the co-
operating organization has responsibllity
in accordance with its own assurange.
The grantee or contractor may, at its
discretlon, concur with or further re-
strict the recommendatioms of the co-
operating organization. It Is the respon-
sibllity of the grantee or contractor to
meintain communication with the com-
mittees of the cooperating organizatlon.
However, the cooperating organization
shall promptly notify the grantee or con-
tracting organization whenever the co-
operating organization finds the conduct
of the project or activity within its pur-
view unsatisfactory.

(2) Cooperating organization with no
accepted general assurance. When the
cooperating organization does not have
an amccepted general assurance on flle
with DHEW, It may submit a general or
speclal assurance to DHEW which, if ap-
proved, will permit the grantee or con-
tractor to follow the procedure outlined
In the preceding subparagraph.

(3) Interinstitutional joint reviews.
The grantee or contracting organization
may wish to develop an agreement with
cooperating organizations to provide for
a review committee with representatives
from cooperating organizations. Repre-
sentatives of cooperating organizations
may be appointed as ad hoc members of
the grantee or contracting organization’s
existing review committee or, If coopera-
tion is on n frequent or continuing baals
as between a medlcal school and a group
of afliated hospitals, permanent ap-
polntments may be made. Under some
circumstances component subcommit-
tees may be established within cooperat-
Ing organizatlons. All such cooperativa
arrangements must be accepted by
DHEW as part of a general assurance, or
as an amendment to a general assurance,
or in unusual siluatlons as 8 speclal
ASSUrance.

() Organicaelions with special assur-
ances. While responsibility for initial and
continuing review necessarily lies with
the organization as defined In §46.3,
DHEW wili elso require acceptable as-
snrances from those cooperating institu-
tions having !mmedlate responsibllity
for subjects.

(1) If the cooperating organization
has on fille with DHEW an accepted gen-
eral assurance, the grantee or contractor
shall request the cooperating organiza-
tion o conduct itz own independent re-
view of those aspccts of the project or
gctivity which will involve human sub-
jects for which It has tmmediate respon-
=Ibility. Such a request shalt be In writ-
ing and should provide for direct notifi-
ration of the grantee's or contractor's

»
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committee In the event that the coop-
erating organlzation’s committee finds
the conduct of the actlvity to be un-
satisfactory.

(2) If the cooperating organization
does not have an accepted general assur-
ance on file with DHEW, it must sub-
mit a general or special assurance to
DHEW which Is determined by DHEW to
comply with the provislons of this part.

§46.16

ber.

Where an organization Is required to
submit a certification under §§ 48.11,
46.12, 46.13, or 48.14, and the proposal
involves an Inve:tigational new drug
witiin the meaning of The Food, Drug
and Cosmetic Act, the investigational
new drug number issued by the Food and
Drug Administration, DHEW, shall be
Included with said certifleation, pro-
vided, however, that in those cases In
which the issuance of an investigational
new drug number |s pending, said cer-
tification shall include an assurance that
such number will be forwarded upon re-
ceipt. In no event, shall DHEW award
funds under a grant or contrect until
such number has been supplied.

§ 46.17 Implementution and revisjon of
asaurances.

The grantee or contracting organiza-
tion's administration is accountable to
DHEW for effectively carrying out the
provisions of the assurance of the organi-
zation for the protectlon of human sub-
jects as accepted mnd recognized by
DHEW. Revision in the assurance of the
organization, including the implementa-
tion procedures, are to be reported to and
approved by DHEW prior to the date—
such revisions become effective. Revizlon
without prior notification and approval
may result in withdrawal of DHEW ac-
ceptance of the organization's assurance.

§ 46,18 Organizution's
sponsibility.

Specific executive functions to be con-
ducted by the administration of the or-
ganization Include policy development
and promulgatlon and continuing indoc-
trinatlon of personnel. Appropriate ad-
minlstrative assistance and support shall
be provided for the committee's fune-
tions. Implementation of the committee's
recommendations through appropriate
administratlve action and follow-up Is &
condition of aceeptance of an assurance.
Commlittee approvals and favorable ac-
tions and recommendations are subject
to review and to disapproval or further
restriction by the organization oilicials.

Investigational pew drug num-

excculive re-
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Committee disapprovals, restrictlons, or
conditions cannot be rescinded or re-
moved except by action of the committee
or another appropriate review group as
described and accepted In the assurance
flled with DHEW.

§16.19 Withholding of funda.

Under no circumstances shall an activ-
ity invelving subjects at risk be imple-
mented with DHEW funds untll sald
activity is reviewed and approved by or-
ganizational committee and a certiflea-
tlon of such review and approval sub-
mitted to DHEW in accordance with this
part. In addition, the organizatlon staff
responsible for such activity shall not
proceed therewith until they have re-
ceived notification of such approval, in-
cluding any restrictive requirements
made by the committee or the adminis-
tration. They shall also be Informed and
reminded of thelr contlnuing responsi-
biiity to bring to the attention of the
commitice any proposed slgnificant
changes In project or acfivity plans or
any emergent problems that will affect
subjects. Where continuing review of
projects involves the channels of admin-
istrative authority in the organlzation,
notlfication of committee actions should
be sent through these channels. Estab-
lishment of mechanisms for consuitation
and appeal by investizators and subjects
may be an Important condition of ac-
ceptance of an assurance by DHEW,

§ 46.20 Organization's records.

(a) Copies of &1l documents presented
or required for Initial and eontinuing re-
view by the organization’s review com-
mittee and minutes, transmittals on ac-
tions, instructions, and conditions result-
ing from review commiitee deliberatlons
addressed to the activity director are to
be meade part of the officlal organiza-
tional files lor the supported activity.

{b) Records of subjects’ consent shall
be retained by the crganization or or-
ganizational component In accordance
with its established practice, or, if no
practice has been established, in project
fNles.

(c) Acceptance of any DHEW grant or
contract award shall constitute the con-
sent of the grantee or conlracting or-
ganization to Inspection and audit of
records required under this part by au-
thorized representatives of the Secretary.

(d) All documents and other records
required under this part must be retained
by the grantee or contracting organiza-
tion for & minimum of three years fol-
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lowlig termination of DHEW support of
the activity.

§ 46.21 Reports.
Each organization with an approve

assurance shall provide the Secretary _.z'f

with such reports and other Information
as the Secretary may from {ime to time
prescribe.

§ 16.22 Early termination of awards;
sanctions for noncompliance.

(a} If, in the judgment of the Secre-
tary, an organization has fatled to com-
ply with the terms of this policy with
respect to & particular DHEW grant or
contract, he may require that safd grant
or contract be terminated or sust.ended
in the manner prescribed in applicable
grant or procurement regulations.

(b) If, in the judgment of the Secre-
tary, an organization fafls to discharge
{ts responsibilities for the protection of
the rights and welfare of the subjects in
Its care, whether or not DHEW funds ars
involved, he may, upon reasonable notlce
to the organization of the basis for such
action, determine that its eligibliliy to
recelve further DHEW grants or con-
tracts involying human subjects shall be
terminated. Buch disqualification shall
continue until it is shown to the satisfac-
tion of the Secretary that the reasons
therefor no longer exist.

(c) If, in the judgment of the Becrs-
tary, an individual serving as prinecipal
Investigntor, program director, or other
person having responsibiiity for the scl-
entific and technical direciion ot a proj-
ect or activity, has falled to discharge
his responsibllitles for the protection ofi
the rights and welfare of human subjects
In his care, the Secretary may, upen rea-
sonable notice to the individual of the
basis for such action, determine that such
individual's eligibllity to serve as a prin-
cipal Investigator or program director or
in anpther similar capacity shall be ter-
minated. Such disqualification shall con-
tinue untll it Is shown to the satisfaction
of the Secretary that the reasons there-
for no longer exist.

§ 46.23 Conditions.

The Becretary may with respect to any
grant or contract or any class of grants

“or contracts impose conditiens, includ~

ing conditions pertaining to {nformed
consent, prior to or at the time of any
award when In his Judgment such cond!-
tions are necessary for the protection of
human subjects.

[FR Doc.T3-21245 Fllod 10-5-73;8:45 am]
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DEPARTMENT OF HEALTH,
EDUCATION, AND WELFARE

Nationat Institutes of Health
PROTECTION OF HUMAN SUBJECTS
Policies and Procedures

In the Feperal REGi1sTER of October 9,
1973 138 FR 27882 et seq.), the Secre-
tary of Health. Education, and Welfare
issued a notice of proposed rulemaking
concerning the protection of human sub-
lects and mentioned that DHEW through
the Natlonal Institutes of Health, had
appelnted & special study group to re-
view and recommend pollcles and special
procedures for the protection of chil-
dren, prisoners. and the institutionalized
mentally Infirm in research, develop-
ment, and demonstration activities. Tne
report of this study group has been com-
pleted In draft form and reviewed by the
Director, N1H.

There may well be elements in the
recommendations which will provoke
debate ard controversy. We recognize
that public consideration and comment
are vital to the development of our Anal
recommendations to the Secretary and
are inviting such comment now even
though the materials are still pending
final review and completion. The product
of our effort after consldering public
comment will be transmitted to the As-
sistant Secretary for Health, HEW to
recommend to the Secretary, HEW that
it appear again in the FEDERAL REGISTER
as proposed rulemaking foi further pub-
lic comment. Such a procedure s con-
slstent with long established DHEW pol-
icy for permitting extensive public op-
portunity to affect the promulgation of
DHEW regulations,

It must be clearly understood by the
reader that the material that follows is
not proposed rulemaking in the technleal
sense, and is not presented as Depatt-
mental, Public Health Bervice, or NIH
policy. Rather it is & draft working doeu-
ment on which early public comment
and participation is invited.

Please address any comments on these
draft policies and procedures to the Di-
rector, National Institutes of Health, 5000
Rockvllle Pike, Bethesda, Maryland
20014, All comments should be received
by January 4, 1974

Additional coptes of this natice are
available from the Chilef, Institutlonal
Relations Branch, Divislun of Research
Grants, Nationa] Institutes of Henlth,
9000 Rockville Pike, Bethesda, Maryland

20014.
Dated November6. 1973,

RasrrT 8. STONE,
Dircctor,
Nalinnal Institntes of Health,

ResparcH, DEveLorMENT, aND DEMONSTRA-
TION ACTIVITIES. LIMITATIONS OF IN-
FORMED CONSENT

SPECIAL FOLICY CONEIDERATIONS
Sumnary
NOVEMBER 5, 1973,

The mission of the Department of
Health, Education, and Welfare [ncludes

FEDERAL REGISTER, VOL
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the Improvement ~I the health of the Na-
tion's people thrugh research, develop-
ment. and demonstration actlvitics which
at times Involve human subjects. Thus,
policles and procedures are required for
the protection of subjects on whose par-
ticipation these activitles depend.

Informed consent fs the keystone of
the protection of human sublects in-
volved in research, development, and
demonstration activities. Certain cate-
gories of persons have limited capacity
to concent to thelr involvement in such
activities. Therefore, as a supplement to
DHEW policles, special protections are
proposed for children, prisoners, and the
mentally infirm who are to be involved
In research, development, and demon-
stration activities.

Agency “Ethical Review Boards”™ are to
be established to provide rigorous review
of the ethical tssues in research, develop-
ment, and demonstration activities in-
volving human subjects, in order to
make judgments regarding socletal ac-
ceptrbillty in relation to scientific value.
"Protection Committees™ are Lo be estab-
lished by the applicant to provide “sup-
plementary judgment” concerning the
reasonableness and validity of the con-
sent given by, or on behall of, subjects.
The Intent of this policy Is that instity-
tions which apply for DHEW funds or
submlt research In fulfillment of DHEW
regulations, must be In complance with
these special protections, whether or not
particular research, development. or dem-
onstratlon activitics are Federally actlv
ities.

1. Children, If the health of children is
to be Improved, research gctivities in-
volving their participation is often essen-
tial. Limitation of their capacity to glve
informed consent, however, requires that
certaln protections be provided to assure
that sclentlfic linportance Is w elghed
against other social values in determining
acceptable risk to children Therefore,
research, deveclopment, and demonstra-
tion activities which involve rizk to chtl-
dren who participate must:

a. Include a mechanism for obtaining
the conzent of children who are T years
of age or alder;

b. Include the applicant's proposal for
use of a Protection Committee which is
appropriate to the nature of the astivity:

c. Be reviewed and approved, In con-
formity with prezent DHEW policy. by
an Organlzational Review Comrmittee:
and

d. Be reviewed by the appropriate
agency Primary Review Committee, the
Ethical Review Board, and the appro-
priate seconary review group.

2. Spreial cafegories.—a. The Aberius.
No research, development, or demanstra-
tion activitv involving the non-viable
abortus shall be conducted which:

1. Will prolong heart beat and re:pira-
tion artificially solely for the purpose of
resecarch:

2. Will of itself terminate heart beat
and respliration:

3. Has not been reviewed by the agency
Ethical Review Doard; and

4. Has not been consented to by tha
pregnant swoman with particlpation of a
Protectlon Comuittee.

a8,

{An abortus having the capacity to sus-
tain heart beat and respiration is {n fact
& premature Infant, and all regulations
governing research on children apply.)

b, The fetus in utero. No research
involving pregnaut women shall be con-
ducted unless:

1. Primary Review Qroups assure that
the activity is not lkely to harm the
fetus;

2. the agency Ethlenl Review Board
has reviewed the actlvity:

3. & Protection Commlttee s operat-
Ing in a manner approved by the agency:
and

4. the consent of both prospective
legal parents has been obtained, when
reasonably possible.

c. Products of in vitro fertilization. No
research Involving implantation of
human ova which have been fertilized
in vitro shall be approved until the
safety of the technlique has been demon-
strated as far as possible In sub-human
primates, and the responsibilities of the
donor and reciplent “parents” and of
research institutions and personne} have
been established. Therefore, no such re-
search may be conducted without review
of the Ethical Review Board and of a
Protection Commlittee.

3. Prisoners. Research, deveiopment,
and demonstration activities involving
human subjects often require the partic-
ipation of normal volunteers. Prisoners
may be especlally suitable subjects for
such studies, although there are prob-
Iems concerning the voluntariness of the
consent of normal volunteers who are
confined In Institutions. Certaip pro-
tections are required to compensate for
the diminished autonomy of prizoners in
giving voluntary consent. Resenrch, de-
velopment, and demonstration activities
fnvoiving prisoners must:

a. Include the applicant's proposal for
use of a Protection Committee which is
appropriate to the nature of tha activity:

b. Be reviewed and approved by an
Organizational Review Committea which
may already exlst In complance with
present DHEW policy or which must he
zppointed In & manner approved by the
eppropriate DHEW agency:

c. Be reviewed by the agency Primary
Review Committee: and

d. Be conducted in an institution
which is accredited by the Secretary of
Health, Education, and Welfare.

4. The mentally infirm. Insofar as the
institutionalized mentally {nfArm mlght
lack either the competency or the au-
tonomy (or both) to give informed con-
sent, their participation In research re-
quires additional protection:

a. Research, development and demon-
stration activities Involving the mentally
infirm will be limited to Investigatlons
coticerning (1} diaghosis, eliology. pre-
vention, or treatment of the disability
from which they suffer, or (2) aspects of
institutional lfe, per se. or () infor.
maticn which can be obtained only from
such subjects.

All research, development and demon-
stratfon activities involving sueh per-
5ONSs must:

1. Include the applicant's assurance
that the study can be accompilished only
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with the participation of the mentally
infirm;

2. Include the applicant's proposal
for use of a Protection Committee which
is appropriate to the actlvity: and

3. Be reviewed and approved by an
Organizational Review Committee, in
conformity with present DHEW policy.
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INTRODUCTION

The mission of the Department of
Health, Education, and Wellare hieludes
the Improvement of the health of the
Nation’s people through biomedical re-
search. This mission requires the estib-
lishment of policy and procedures for the
protection of subjects on whose partlei-
pation that research depends, In DHEW
policy, as well as in ethien! codes per-
taining to rescarch in human subjects,
the keystone of protection is imformed
consent. .

An uncoerced person of adult years
and sound mind may consent o the ap
plication of standard medical procedures
in the case of iilness, and when fully and
properly  Infermed, may  legally  and
etlncally consent to accept the risks of
Imatichnating in rescarch activitics. 1Par-
cnls and legal puardians have authority
to vonsent on Lehall of their chitd o1
wiid 1o estiblished iherapeulle proce-
thires when the ehild is suffering from an
illness, cven though the Lreatment might
Involve sone pisk

There 1~ no Gin legal basis, however,
for parental o goardinh consent to par
ticipation in research on behalf of sub-
jects who are incompetent, by virtue of
apge or mental state, to understand the
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information provided and to formulate
the judgments on which valid consent
must depend. In additlon, current poli-
cles for clinical research afford such sub-
Jects Inndequate protection. Nevertheless,
to proscribe research on all such subjects,
simply because existing protections are
inadequate, would be to deny them po-
tential benefits, and is, therelore, In-
equitable. Knowledge of some diseases
and therapies can be obtained only from
those subjects (such as children) who
suffer from the disease or who will be
receiving the therapy. Thelr participa-
tion in research is riecessary to progress
In those fields of medicine. When such
subjects participate In research. they
need more protection than is provided
by present policy.

There are other tndividuals who might
be able to comprehend the nature of the
research, but who are involuntarily con-
fined tn Institutions. Insofar as inear-
ceration might diminish thelr freedom
of chelce, and thus Mimit the degree to
which Informed consent can be freely
given, they tod need additional protec-
tion. Current polictes do not recognize
the Imitations on voluntariness of con-
sent which may emanate from incar-
ceration

This addition to existing policy is of-
Tered as & means of providing adequate
protection te subjects who, for one rea-
son or another, have a limited ability to
give truly Informed and fully autono-
mous consent to participate in research.
The alm 1s to set standards which are
hoth comprehensive and equitable, in
order to provide protection gnd. to the
extent consistent with such protection,
maintain an environment in which clin-
ical research may continue to thrive.

1. Definitions. For purposes of this
policy:

A, Subject at risk means any individ-
ual who might be exposed to the possi-
bility of harm (physical, psychologienl.
sociological, or cther) as a consequence
of participation as a subject in any re-
search, development or demonstration
activity therelnafter called *activity™
which goes beyond the application of es-
tablished and accepted methods neces
sary to meet his needs.

. Clinical research means an inves-
tigation invelving the biological. behay-
loral, or psychological study of a per-
soni, his body or his surroundings. This
includes but is not lmited to any medi-
cal or surgical procedure, any withdraw-
al or removal of body tissue or finud, any
administration of a chemlical substance,
any deviation from normal diet or dally
regimen, and any nanipulation or oh-
seravtion of bodily processes, behaviur
ur environment. Clinical research com-
prizes four categovies of activity:

L. Studies which conform to estab-
listied and aceepted medical praclice
with respect to dingnosis or treatment of
an iliness,

2 Studies which represent a deviation
from aeccepted practice, but which are
specifieally almed at Improved dlagnosts,
prevention, or trealment of a specific 1l-
ness inoa patient.
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3. Studles which are related w s pa=
tlent’s disease but from which he or she
will not necessarily receive any direct
benefit.

4. Investigative, non-therapeutic re~
search In which there is no intent or ex-
pectation of treating an Ulness fr~

who Is not suffering from an iliness but
who volunteers to participate for the po-
tential benefit of others.

It is tmportant to emphasize thnt
“non-therapeutic” Is not to be under-
stood as meaning “harmful” Under-
standing of normsal processes Is essen-
tlal; it is the prerequisite, In many in-
stances, to recognitton of those devia-
tlons from normal which define disease.
Important knowledge can be galned
through such studies of normel proc-
esses. Although such research might not
in any way benefit the subjects from
whom the data are obtained, neither
does It necessarily harm them.

Patients participating in studies iden-
tifled in paragraph B-1, above, are not
consldered to be at special risk by virtue
of particlpating in research sactivitles,
and this policy statement offers no spe-
clal protection to them. When patients
or subjects are involved in procedures
ldentifled in paragraphs B2, B3, and B4,
they are consldered to be “at risk,™ and
the special policy and procedures set
forth In this document pertain. Excluded
from this definition are studies in which
the risk is negligible, such as research re-
quiring only, for example, the recording
of height and welght, collecting exereta.
or analysing halr, deciduous teeth, or nail
clippings. Bome studies which appear to
Involve negligible physical nisk mlgl
however, have psychologleal, sociologit
or legal implications which are signi
cant. In that event, the subjects are in
fact "at risk.” end appropriate proce-
dures described in this document shall
be applied.

C. Children are individuals who have
not attained the legal age of consent to
participate in research as determined
under the applicable law of the Jurisdic-
tion in which the proposed research is to
be eonducted.

D. Pregnancy encompasses the perlod
of time from implantatien until delivery.
All women during the child benring years
should be considered at sk of preg-
nancy; hence, prudence requires defini-
tive excluslon of pregnancy when women
in this perlod of lile are subjects for ex-
perimentation which might nffect the
fetits,

E. Fetus means the product of concep-
tion from the time of Implantation to
the Lime of delivery froin the uterus

F. Abortus menans a felus when it is
expelled whole, whether spontaneously
or as & result of medical or surgical inter-
vention undertaken with the Intention
of terminating a pregnancy, prior to
viability. This deflnition, for the purpose
of this policy, excludes the placenta, fetal
material which 1s macerated at the time

of explusion, & dead fetus, and Isolated
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feral tissue or organs exclsed from a dead
fetus

G. Viability of the fetus, means the
ability of the fetus, after either a spon-
taneous delivery or an abortion. to sur-
vive to the point of independently main-
taining vital functlons; such a “viable"
fetus is s premature infant. Determina-
tion of viability entalls a subjective and
objective judgment by the physician at-
tending labor or examining the product
o! conception, and must be made by a
physician other than the investigator
wishing to use fetal tissue in research. In
general. and nll other circumstances not-
withistanding, a beating heart is not suffi-
cient evidence of viability, At least one
additional necessary condition = the
possibility that the lungs can be inflated.
Without this precondition. no currently
available mechanisms to initiate or main-
tain respiration can sustain life; and in
this case. though the heart is bealing, the
fetus or abortus Is in fact non-viable.

H. In vitro fertilization is any fertill-
zation of human ova which occurs out-
side the body of the [emale, either
through admixture of donor sperm and
ova or by any other means.

I. Prisoner is any individual involun-
tarily confined in 2 penal institution.
The term in intended to encompass indi-
viduals sentenced to such an institution
under a ctiminal or ¢ivl] statute, or indi-
viduals detalned by virtue of statutes
which provide alternntives to criminal
prosecutlon.

J. Mentally infirm includes the men-
tally ill, the mentally retarded, the emo-
tionally disturbed, the psychotic, the
senile, and others with impalrments of
a similar nature, residing as patients in
an institution, regardless of whiether or
not the Individual has been determined
to be legally incompetent.

K. Informed consent has two elements:
comprehenslon of adeguate information
and autonomy of consent. Consent is a
contlnuing process. The person giving
consent must be informed fully of the
nature and purpose of the research and
of the procedures to be used. including
identification of those procedures which
are experimental, the possible attendant
short or long term risks and discom-
forts. the anticipated benefits to bimself
and.or others, any atternative methods
of treatment, expected duration of the
study, and of his or her freedomn to ask
nny questions and to withdraw at any
time. should the person wish to do so
There must alse be written evidence of
the process used for obtatning informed
conscnt, including grounds [for belief
that the subject has understood the in-
formation given and has sutficient mh-
turity and nmenital capacity to make such
choices and formulate the requisite judg-
ment to consent, In addition. the per-
son must have sufficient autonomy to
chioose, withont duress, whether or not
Lo participate. Both the comprehension
of information and the autonomy of con-
sent are necessary clements, to thie ex-
tent that either of these ts in cdoubl, Ll
adeguacy of informed consent may be in
doubt,
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L. Supplementary judgment i3 the
judgment made by ogthers to assent, or to
refuse to assent, to procedures for which
the subject canmnot give ndequate cot-
sent on his or her own behalf. For the
purposes of this document. supplemen-
tary judgment will refer to judgments
made by local committees in addition to
the subject’s consent (when possible)
and that of the parents or legal guardian
{wlere applicable), as to whether or not
a subject may partleipate in elinical re-
search. This supplementary judegment is
to be confirmed by the signature of the
Chairman of the Protection Commitlee
on the consent form. In accordance with
the procedures approved by the agency
for the Protection Committee, the Chair-
man's signature may be aflixed on &
standard consent form, or may need to
be withheld until the Committee ap-
proves the participation of the individual
subject.

II. General policy considerations. In
generzl, clinical research, lke medical
practize. entalls some risk to the sub-
jects. Wnen the potential subject 5 un-
able fully to comprehend the risks which
might be {nvolved, or to make the judg-
ment essential to consent regarding the
assumption of those risks, current guide-
lines suggest obtaining the consent of the
parents or legal representative.

Whereas it Is clear by law that con-
sent of & parent or legal representative
ijs valid for established and generally ac-
cepted therapeutic procedures performed
on a child or on Incompetent adult, 1t is
far from clear that it §s adequate for re-
search procedures. In practice, parental
or guardian consent generally has been
msecepted as adequate for therapeutic re-
search. although the issue has not been
definitively resolved In the courts. When
research might expose a subject to risk
without defined therapeutlc benefit or
other positive effect on that subject's
weall-belng, parental or guardian consent
appears to be Insufficient.

In the case of prisoners, confinement
imposes Hmitations on freedom of choice
which brings into question their sbility
to give voluntary consent. A prisoner's
ability to give consent may bz restricted
by overt or poicniial coercion, or by the
loss of personal autonomy generally con-
sidered 'o result from incarceration it-
self. Therefore, addltlonal protection
must be afforded thls group even though
an individual's competency to under-
stand what s involved might not be in
doubt

The iustitutionalized mentally infirm
are doubly limited: as with children,
they mizht not be competent to make
lnfarmed judgments, and. as with pris-
oners. they are confined under condi-
tions whirh limit their civil freedom and
autonomy Therelore, their participation
in research requires special protections.

The law Lz not clear on these issucs.
Eser if the Iaw were clear, however. ethi-
cal questions would remain; speclfically,
whether. and under what conditions re-
search involving these subject grouns
may preceed. Resolution of these ethical
quoations requires judpments concernhing

both the ethics of conducting a particular
research project. and the adequacy of
procedures for protecting the individual
subjects who will be asked to participate.
The intention of this policy is to broaden
the scope of review, preclude or resolve
conflicts of interest, and invoke social as
well as scientific judgments to protect
potential subjects who might have
diminislhied cepacity to consent.

The proposed mechanisn for protect-
ing subjects with limited ability to give
informed consent culminates in a form of
supplementary judgment, which is to be
supportlve and protective of the sub-
lect’s best interests and wishes, to the
extent that he or she is capable of for-
mulating and expressing & judgment. In
the case of children and the mentally
infirm, 1t win supplement thelr judgment
and that of their parents or guardians.
In the case of competent individuals who
have restricted autonomy, 1t will support
and protect thelr wishes. Through this
mechanism, these subjects will be pro-
tected ms [ully as posstble by community
review: however, the nature of some re-
search procedures might be such that, in
addition, court revlew ultimately will be
required.

IIi. Partleipation of childrem in re-
search—A. Policy considerations. Chil-
dren have generally been consldered in-
appropriate subjects for many research
activitles because of thelr inability to
give informed consent, There are clreum-
stances, however, which not only jusify,
but even require thelr participation. Chil-
dren do differ from adults In thelr
physlologic responses, both to drugs and
to disense: if the health of children is
to be improved, it s necessary to know
the nature and extent of these differ-
ences, and to have s full understanding
of normal patterns of growth and devel-
opment, metabolism, and blochemistry ir
the perinatal, infant, early childhood
pubertal and adolescent stages of devel-
opment. Studies of normal physiolomy
and behavlor can also provide significan
penefit to children suffering from dlsease
children are the only subjects from whon
these data can be obtalned. Further
more, there are diseases which canno
be induced in laboratory shimals, am
oceur only rarely, if at all, in humai
adults. In such cases, children are th
only sublects in whom the dlsease proc
ess and possible modes of therapy cal
be studled.

The Kefouver-Harils Act' require
that drugs be tested for safety, cfllcac
and dosage in children and pregnan
women before being approved for use b
treatb illness in such patients. Food an
Drug Administration (FDA) approve
for the use of o mnew drug depent
upon submission of proposed labe!
ipg for a new drug, which mu
include “adequate directions for use
and “adequate wammings” es Lo unat
proved uses.' Acceplance of & new dru

t Federal Food, Drug. and Cosmeilc Ar
1962 (FDOC Act), 21 US.C. Secc. 30) el s
tFDO Act Sec 502(f), 21 US.C. Sec. 352if
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yests on the adequacy of the research re-
ports submitted with the application to
support the proposed labeling’ Thus, in
order for & drug to be distributed In in-
terstate commerce for use in children or
pregnant women, sufficlent testing must
have taken place in children or pregnant
women to substantiate claims on the
label regarding safety, efficacy, and dos-
age for those groups. If the safe and effi-
cacious dosage for chlidren and preg-
nant women has not been determined,
the label must so state. Thus, participa~
tion of children in drug research might
be the only means of meeting licensing
requirements for new drugs for use in
children, just as studles in pregnant
women might be the only means of meet-
Ing licensing requirements for new drugs
for use in that class of patients.

When the risk of a proposed study is
generally considered not significant, and
the potential Denefit 1s expilcit, the ethi-
cal lssues need not preclude the particl-
pation of children In blomedical re-
search. However, the progression from
Innocuous to noxlous, in terms of risk,
is often subtle, Therefore, additional re-
view procedures are necessary for re-
search activities which expose children
to risk, In order to provide sharp seru-
tiny, vigorous review, and stringent pro-
cedural safeguards for all subjects of
such research.

Judgments concermning the ethical
propriety of research depend partly upon
the sclentific assessment of the potential
risks and benefits, Risk has several im-
portant elements: severily, probability,
frequency, and the timing of possible ad-
verse effects. While it might not always
be easy to distinguish these elements,
they must be evaluated in the assess-
ment of risk, and In the determination of
the acceptable limlts of spec!fic risk for
an anticipated benefit. The first judi:
ment to be made Is whether it is possible
to assess the risk. If studies in animals
or adults do not provide sufficient infor-
mation to assess these clements of risk,
then the research should not be con-
ducted on children. If the risks can be
determined from studies in animal and
adult human popuwlations, application to
children may be considered

1n addition to results from investiga-
tions on animals and adult subjects, there
are unknowns which must be considered
in the weighing of risk to children. These
Include: (1) differences in physiotogic or
psychologic response from adult pat-
terns; (2) delayed expression of injury
tfor example, until puberty): (3} effects
on developing organs tespeclally the cen-
tral nervous system .} i4) degree of inter-
ference with normal routine required by
the study: and (5 possibility of misuse
of data by Irstitutlon or school per-
solinei.

Once the severily and probability of
risks i g purticular study have been
identificd. a sccond judgment must be
made: glven potential benefits of de-
scribed dimensions, what are the ac-
ceptuble Umiws of risk to which chuldren

*FDC Act See. 505 (b), (d), 21 USC Bec.
355 (b)), {d}. B

mwiivey

ethically may be subjected? Value judg-
ments which must be welghed here tran-
scend sclentific issues and suggest that
the declsion requires lnteraction among
individuals in society with diverse train-
ing and perspectives. Purther, given the
complexity of the issues and the oppor-
tunity for conflict among the interests of
several parties (the child, the parents or
guardian, the attending physiclan, and
the research personnel), decisions re-
garding participation of individual sub-
Jects In research actlvities involving chil-
dren should not rest solely with persons
directly involved in the research.

In order to provide both tmpartial
elhical review of projects and maximum
protection of Individual subjects, two
procedures are proposed in addition to
those currently required: review by an
Ethical Review Board at the sponsoring
DHEW agency, and participation by a
Protection Committee at the Institution
in which the research is to be conducted.
Both groups will provide commuunity in-
volvement in declsions and attempt to
balance scientific value and socletal ac-
ceptability of proposed research involyv-
ing children,

B. Eihical Review Board: Ethical re-
view of projects. Each DHEW agency
shall appoint an Ethical Review Board
to provide rigorous review of ethical is-
sues In research Involving human sub-
Jects by people whose interests are not
solely those of the sclentific community,
Its functions will Include:

1. Advising the agency on ethical is-
Bues Including review of guestions of
policy, and development of guldelines
ang procedures;

2. Postering inter-agency coherence
through cognizance of the pollcles and
procedures of other agencies;

3. Reviewing specific proposals or
classes of proposals submitted to the
Board by the agency. These will include
proposals stipulated herein as requiring
revliew by the Board, es well as proposals
submitted on an ad hoc basis by agency
stafl. In addition, the Board may recom-
mend that certain additional classes of
research be reviewed.

The acceptability of a research project
rests on questions of scientific merit as
well &5 on questions of ethics. The agency
Primary Revlew Comniittees are respon-
sible for evaluating scientific merit and
experimental destgn. The Ethical Review
Board will be concerned with ethical 1s-
sues and questlons of societal accepta-
bility In relation to scientific value In
reaching its determination of acceptabil~
ity, the Board will rely upon the Primary
Review Commitiees for judgments on
sclentific merit and design. exlstence of
prerequisite antmal and adult human
studles, estimated risks and benefits
(taking Into account the competence
and experience of investigators and the
adequacy of their resources), and sclen-
tific Importance. It will review proposals
received from these Primary Review
Committees

An investlgalor proposing research ac-
tivitles which expose children to risk
must document, as part of the applica-
ticn for support, that the informnation to

3i7il

be gzined can be obtained in no other
way. The Investigator must also stipulate
elther that the risk to the subjects will
be insignificant, or that although some
risk exlsts, the potentlal benefit Is gig-
nificant and far outwelghs that risk. In
no case will research activities be
proved which entall substantial risk, o

cepl in the case of elearly thermpeuty,

procedures In which the benefit to the
patient significantly outwelghs the POs~
sible harm. The Ethical Review Board
shall review all proposals appruved by
Primary Review Committees involving
children in research activities, except
when the Primary Review Comunittees
determine that the subjects are not at
risk.

In addition to reviewlng ethicual is-
sues, the Board will review procedures
proposed in the recesarch application to
be employed by the institution’s Protec-
tion Committee (see below), and may
suggest modifications of these procedures.
The Board's recommendation may VAry
from a general concurrence with the pro-
posal, as submitted by the Investigator,
to a recommendation that each parental
and subject consent must be obtalned
with the concurrence of the ful] Protec
tion Committee. Any specifle recammen-
dations for procedures to be followed by
the Protection Committee will be In-
cluded in the report of the Ethical Re-
view Board which will be forwarded to
the National Advisory Councils or other
secondary review groups of the agency.
Appropriate Information will be provided
by the agency to assist the Protection
Committee.

Inasmuch as the articutation of decl-
sions might elarify both the cbjectives

and the assumptions on which they AL

based, records of testimony and delibe

tions, as well as final decisions. shouly—~

be malintained pursuant to existing regu-
lations. Such records will serve addi-
tionally as the basis for public account-
abllity and will facilitate the review of
any declsion, should such action be re-
quested.

Members of the Board, which shall
number 15, shall be drawn from the gen-
eral publle, and shall includs, for exam-
ple. research scientists (Including socia)
sclentists), physicians, lawyers, clergy.
or ethicists, and other representatives of
the public, none of whom shail be em-
ployees of the agency establishing the
Board. Appolntments shall be made by
the agency, which will establish the
terms of office and other administrative
procedures of the Board. No more than
'y of the members of the Board may be
actively engaged In research, develop-
ment, or demonstration activities involv-
ing human subjects,

C. Protection Commiftee: Proleclion of
individual subjects, The determination
that it is justifiable to conduct a par-
ticular investigation In children, how-
ever, dees not mean that all children are
equally appropriate subjects for Inclusion
in that research. Numerous considera-
tiuns might afect the proper cholee of
subjects. Therefore, the sponsoring in-
stitution shall deslgnate a Protection
Commitlee to oversee: (1) the process of
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selection of subjects who may be In-
cluded In the project: (2} the monitor-
ing of their continued willlngness to par-
ticipate in the research: and (3) the de-
stgn of procedures to permit intervention
on behal! of the sublect, should that
become necessary. This Comrmittee
should consider the reasonableness and
validity of the consent of the child par-
ticipants (see below) 85 well as that of
the parents, and should assure that the
tssue of risk and discomfort has been
fuily snd fairly disclosed to parents and
subjects. The procedure employed by the
institution to achleve these goals will
vary: the latitude for such procedures
will be great since it will be related In
part to the tssue of risk. Investigators
proposing research involving children
shell include & deseription of thelr
planned use of the Protection Committee
in their research proposal: the proposed
use of this Committee will be considered
an integral part of the research proposal
under review by the agency. Relevant In-
{formation arising in the review process,
including Information about safety, risk.
efficacy, and protection procedures, w

be provided to the Protection Committee
by the ageney supporting the research.

One member of the Commlttes shall be
designated a representatlve for the proj-
ect to whom any partictpant (or parent
of & participant} may go to discuss ques-
tlons or reservatlons concerning the
child’s continued partielpation in the
project.

The slgnature on the consent form of
the Chairman of the Protection Commlt-
tee, when all the stipulations and condl-
tions identified above have been met, will
constitute, for DHEW, supplementart
judgment on hehalf of the chidd subject.

The institution’s Protection Commit-
tee shall be comprised of at least 5 mem-
bers so selected that the Committee will
be competent to deal with the medical,
legal, social, and ethical issues involved
In the research, and to represent the
community {from which the subject popu-
lation is to be drawn, The Committee
should include members of both sexes.
No more than two of the members may
be employees of the institutlon sponsor-
ing or conducting the research. The Pro-
tection Committe> may operate as & sub-~
committes of the Organlzational Re-
view Committee The composition of the
Committee must be approved by the
awarding agency.

D. Special provisions—1. Consent of
both parenis. Even where State law may
permdt one parent slone to consent to
medical care, both parents have an inter-
est in the child, and therelore, consent
of both parents should be obtained be-
fore any child may participate in re-
search actlvities. Since the risks of re-
sonrch entail the po-sibllity of additional
burdens of care and support, the consent
of both parents ts the assumption of

those Tisks should be obtained,* except
when the jdentity or wherenbouts of
either cannot be ascertained or elther has
been judged mentally incompstent. If the

SR
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conzent of either parent is naot obtained,
written explanation or justification
skould be provided to the Protection
Committee. Consent of school or institu-
tional authorities sno substitute for par-
ental concern and consent.

2 The child's consent. An important
addi*on to the requirement for parental
consent ts the consent of the child sub-
ject. Clearly Infants have neither the
comprehension nor the independence of
judzment essentlal to consent; older
children might or might not have these
czpabilitles. Although children might not
have the capaclty to consent on their own
to participate in research activities, they
mist be glven the ppportunity (so far as
they are able) to refuse to participate.
The traditional requirement of parental
consent for medical procedures is In-
tended to be protectlve rather than coer-
cive. Thus, while it was held to be un-
law<ul to proceed merely with the con-
sent of the child, but without consent of
the parent or legal guardian,’ the reverse
shouid also hold. Therefore, in addition
to consent of both parents, consent of
the child subject must also be obtained
when the child has attalned the common
jaw “zge of discretion” of 7 years, unless
the 2gency Ethlcal Review Board specifi-
cally exermnpts & project from this require-
ment.

3. Erclusions. Despite all the protec-
tiars afforded by these procedures, cer-
ta'n children are categorically excluded
from participation In research involving
sk, These include children with no nat-
ural or pdoptive parents avallable to par-
ticlpate in consent deliberations, and
children detained by court order In &
residential faclity, whether or not nat-
ural or adoptive parents are available,

E. The fetus. Respect for the dignity
of human life must not be compromised
whataver the age, circumstance, or ex-
pectation of life of the individual. There-
{are. sll appropriate ptrocedures provid-
{ng protection for children as subjects in
blomedical research must be applied
with egual rigor and with additional
sa‘eguards to the fetus.

The recent decision of the Bupreme
Court on abortion® does not nullify the
ethical obligation to protect the develop-
ing fetus from avoldable harm. This
obligation, along with the right of every
wopman to change her decision regarding
absrmion, requires that no experimental
procedures entalling risk to the fetus be
underiaken in anticipation of abortion.
Prrther, since the fetus might be at risk
in rezcarch involving pregnant women.
eli research involving pregnant women
must be reviewed by the Ethical Review
Lon-d, unless the Primary Review Com-
m.tlee determines that the research In-
volves no risk to the fetus Recrultment
of pregnant subjects for research re-
viewed by the Board must involve the
Institution's Prolection Committee in B
manner approved by the Board, to pro-
vice supplementary Judpment

-

. genner v. Moran, 15 US App. DC. 156,
(a0 Fo2d 181 130 ALR 1368 {191},

s mne v, Wade, 410U 5. 113 (1673).

The consent of both parents must be
obtained for any research involving the
fetus, any statutes to the contrary ou
consent for abortion notwithstanding
Both the mother and the father have
an interest in the fetus, and legal re-
sponsibllity for it, if it is born. Therefore
the father’s consent must be obtained
for experimental procedures tnvolving
the fetus: consent of thy father may br
walved if his identity or whereabout:
cannot be ascertained, or ¢ he has beel
judged mentally incompetent.

IV. Special categoriet—A. The abor
tus. Prematurity is the major cause 0
infant death {n this country: thus, re
search almed at developing techniques b
further viability 1= of utmoet importanct
Such research has already contribute
significantly to improvement in the car
of the pregnant Woman and of her fetu
In additlon, knowledge. of fetal dru
metabolism, enzyme activity, and th
development of organs is essential t
progress in preveniing or offsctting cet
tain congenital defects. After thoroug
research in animal modely, it often ever
tually becomes essentlal to undertak
studles in the non-viable human fetu

The declsion of the Bupreme Court ¢
abortion does not eliminate the ethic
{ssues involved in research on the not
visble human fetus. No procedur
should be undertaken on the non-viab
fetus which clemrly affront soclet
values. Nevertheless, certain research
essential to Improve both the chance
survival and the health status of pr
mature infants. Buch research mu
meet ethical standards 8s well a8 she
a clear relation elther to the expect
tion of saving the life of premature |
£ants through the development of resc
techniques, or to the furthering of ¢
knowledge of human development &
thersby our capacity to offset the 2
abilittes associated with prematurity.
is Imperntive, however, that the inves
gator first demonstrate that appropri
studies on enimals have 1n fact been ¢
hrusted and that therefore the resea
{n question requires that the work
done on the non-viable human fet
fpecific reasons for this necessity m
be identified. A thorough review of
ethical Issues ln proposed research
volying tha non-viable fetus Is of utm
importance.

It must be recognized that consent
abortion does not necessarlly entall ¢
interest on the part of the pregn
woman in what happens to the prod
of conception. SBome womern feel strot
about what may, or may not, be don
the aborted fetus; others do not. In o1
to glve every woman the opportunit;
declare her wishes, consent of the p
nant woman for application ol any
search procedures to the nborted f
must be secured at the time of admls
to the hospital for the abortlon.

Because research on the abortus
volves ethical as well as sctentifle s
all projects lnvolving thie abortus mu
roeviewed by the Ethlcal Review I«
and recrultment of indtvidual preg
women for sush research must In°
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the institution’s Protection Committee In
& manner approved by the Board to pro-
vide supplementary judgment. In nddi-
tion to the requirement for maternal
consent, both the Ethical Review Board
and the Protectlon Committee shall. In
thelr deliberations. consider the ethical
and soclal issues surrounding research
on the non-viable fetus, The Protection
Committee miust be satlsfied that ma-
ternad consent is freely given and based
on full disclosure, each time approved
research Is conducted on an abortus,

In order to insure that research con-
sideralions do not influence decisions as
to timing, method, or extent of a pro-
cedure to terminate a pregnancy, no in-
vestigator engaged in the research on
the abortus may take part in these de-
cisjons. These are decisions to be made
by the woman and her physielan.

The attending physician, not the In-
vestlgator, must determine the viability
of the abortus at the termination of preg-
nancy. If there is a reasonable possibility
that the life of the fetus might be saved,
experimental and established methods
may be used to achleve that goal. Artifl-
clal life-support techniques may he em-
ployed only if the physician of record de-
termtnes that the fetus might be viable.
If the physiclan determines that the
fetus 1s not viable, it Is not acceptable to
maintain heart beat or respiration arti-
ficlally in the abortus for the purpose of
research. Experimental procedures which
of themselves will terminate respiration
and heart beat may not be undertaken.

This policy and these protections apply
with equal force to the products of spon-
taneous abortions.

B, The products of in vitro fertitzation,
In the interest of Improving human
health and development, the biology of
human fertilization and the early events
swrrounding this phenomenon, Including
implantation, should be studied. To the
extent that In vitro studies of humen
fertlization niight further this aim, they
are permissible at the present time with-
in the limits outlined below,

Current technology limits the in vitro
development of the human fertilized
ovum to a pericd of several days, This is
o rapidly advancing field of biomedical
research, however, and the time might
come when it is possible to extend in
vitro developmont beyond the stage of
early cell divislon and possibly even to
viability.

T It is conlrary to the intorests of so-
ciety to set pormanent restrictions on
rescarch which are based on the sue-
cesses and Mmitauons of current tech-
nolmiy. Still, it is necessary to lmpose
restrdiits prospectively in order to pro-
ville reasonabde protections. while at the
sane Lime permitting sclentific advance-
ments which might well benefit society.
A miechanism is required to welgh, at any
gtven Lime, the state of the art, n specific
proposal. Jepal issnes, communtty sland-
ards, and the rvailability of guidelines to

govern the rescareh  situalion, This
mechanism is provided by the Elhical
Review Board  Ultimately, the Board

will determine the acceptalalily of a
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project involving in vitro fertilization,
and by recognizing the state of the art, as
well as societzl concerns, propose ap-
propriate research policy.

Care must be taken not to bring hu-
man ova fertillzed in vitro to viabllity—
whether in the laboratory or Implanted
in the uterus—until the safety of the
technlque has heen demonstrated as far
&s possible in sub-human primates. To
this end:

1. Al proposals for research {nvolving
human in vitre fertilizatlon must be re-
viewed by the Ethical Review Board.

2. No research involving the Implanta-
tionn of human ova fertllized In the lab-
oratory Into reciplent women shotid be
supported until the appropriate sclentific
review boards are satisfled that there has
been sufficlent work in animals (includ-
ing sub-human primates) to demon-
strate the safety of the technique, It is
recommended that this determination of
safety include studies of nsatural born
offspring of the products of in vitro
fertilization.

3. No implaniation of human ova
fertilized in the laboratory should be
attempted untit guidellnes are developed
governing the responsibllities of the do-
nor and recipient “parents” and of re-
search institutions and personnel.

V. Prisoners—A. Policy consideralions.
Clinical research often requlires the par-
ticipation of normal volunteers: for ex-
ample, in the early stages of drug or
viceine evalualion. Sometimes, the need
for standardization certain variables, or
for menitoring responses over Bn ex-
tended periodt of time, requires that the
subjects of research remain In a con-
trolled environment for the duration of
the project. Prisoners may be especially
sultable subjects for such studies, since,
unlike most adults, they can donate their
time to research at virtually no cost to
themselves. However, the speclal status
of prisoners requires that they have
special protection when they participate
in research.

‘While there Is no legal or moral objec-
tion to the participation of normsal vol-
unteers in research, there are problems
surrounding the partictpation of volun-
teers who are conflned In an institution.
Many aspects of instituticnal life may
influence a decision to participate; the
extent of that Influence might amount to
coercion, whether it is intended or not.
Where there are no opportunities for
productive activity, research projects
might offer relief from boredom. Where
there are no opportunities for eaming
money, research projects offer a source
of income. Where living conditions anre
umsatisiactory. research projects nught
offer a resplite in the form of good food,
coinfortable bedding, and medical atten-
tion. While this is not necessarily wrong,
the inducement «compared to the depri-
vatiom) might cause prisoners to offer to
participate in resenrch which would ex-
pose them Lo risks of pain er incapacity
which, under normal clreumstances, they
would refise. In addilion, there is al-
ways the poz<ibility that the priseher will
expect participation in research to be
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vieved faverably, and to his advantage,
by prison authorities (on whom his other
few privileges depend) and by the parole
board ton whom his eventual release de-
vends). This is especially true when the
research involves behavior modificatic:
and may be termed “therapeutic” wijl
respect to the prisoner. In such instance
participation inevitably carries with it
the hope that a successful result will in-
crease the subject’s chances for parole.
Thus, the Inducement involved In thera-
petitlc research might be extremely difn-
cult to resist; and for this reason, special
protection 1s necessary for prisoners par-
ticipating in research, whether or not the
research is therapeutie.

The first principle of the Nuremburg
Code requires that subjects of blomedieal
research must be “so situated as to be
able to exercise free power of cholee™
concerning thelr partictpation. Whether
prisoners can be considered to be “sp
situated” is ultimately a mattey for the
courts and the legislatures to resolve. In
the meantime, it must be recognized that
where liberty Is limited, and where free-
dom of cholce Is restricted, there is a
corresponding limitation of the capacity
to give truly voluntary consent. Although
the prisoner might be adequately in-
formed, and competent to make judg-
ments, the voluntariness of the person's
consent remains open to question. This
policy statement is deslgned to provide
additional protections to prisoners par-
ticipating in research.

The mission of the Depariment of
Health, Education, and Welfare does pot
include rendering judgments on the ad-
ministration of justice or the manage-
ment of the correctional system. At the
same time, the Department should ny

{

;

support actlvities which take unethicar—"

advantage of those who are under the
Jurisdiction of the courts and who, for
that reason, lack some of the usual de-
fenscs to their personal Integrity. Partici-
patlon of prisoners in the research actly-
{ities of the DHEW in the pursuit of medi-
cal knowledge might be beneficial to ali
concerned, but the relationship which
Involves a class of persons with dimin-
tshed autonomy requires careful super-
vision.

Many prisoners are strongly motlvated
to participate in research, and view as
unfulr suggestions that they be denled
this opportunity. Unless society, through
its Judicial and leglslative bodies, decldes
that such participatlon should be halted,
it is essential to develop mechanisms to
protect thiose who may participate, or
who are now participating, from the co-
civive aspects of fucarceration which
diminish their capacity for voluntary
consent. Pursuant to the obligation to
protect the rights of all subjects partici-
pating in research conducted under its
atspices, the DHEW is proposing special
guldelines for the protection of prison-
ers as subjects in nny biomedical or be-
hiavieral researeh.

Two asperts of research Involving
prison populations require special review
and procedural safeguards in addition to
those provided by current DHEW policies.
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First, when research is conducted under
the auspices of & commercial manufac-
turer or an individual investigator, it is
not always subject to revlew by an Or-
ganizational Review Committee, as is re-
{or similar research conducted at
a hospital or & university. Thus, local
review has not heretofore been requlred
for ethical considerations or for specific
problems related to the population ol in-
stitution which is to be directly involved.
Second, because of the 10ss of individual
dignity, the limlitations of personal {ree-
dom, and the possibility of real or poten-
tial coercion which may accompany con-
finement in an institution, speclal sale-
guards must be provided to mitigate the
inequalities of bargaining power between
the prisoners and those who are in post-
tions of authority. While it is ymportant
that prisoners have the opportunity to
particlpate tn research, it is equally im-
portant that they not feel compelled to
do so.

B. Organizational Review Comntittee.
All research involving prisoners must be
conducted at an accredited correctional
facility (see Section F, below) and be re-
viewed initially, and on & continulng
basis, elther by the Organizational Re-
view Committee of that correctional fa-
cltity or by the Organlzat.lona‘l Review
Committee of the tnstitution sponsoring
the research. The Organizational Review
Committee shall have the duties and re-
sponsibititles identifled in current DHEW
regulations. In addition, for each project,
it shall determine the adequacy of clinjc
or hospital facllities for the particular
activity to be conducted, assess the ap-
propriateness of the subject poputation
for that activity, and weigh the guestions
of sclentific importance, social need, and
ethical acceptability. In addition to the
foregolng, the Organizational Review
Committee shall have the following du-
ties, with respect to research involving
prisoners as subjects:

1. To revlew and approve or modily
the process proposed by the principatl
investigator for involvement of the Fro-
tection Committee {see below) in over-
seeing the selection of subjects who may
be Included In the research, and the proc-
ess of obtaining their voluntary and in-
formed consent.

5. To set rates of remuneration, if any,
consistent with the expected duration
and discomfort or risk of the proposed
study, and conslstent with other ophpor-
tunitics for employment, If any, at the
facility in question.

3. To monitor the progress of the re-
search as required by the sponsoring
DHEW afcncy.

The recommendations of this Com-
mittee, nlony with a report describing
any site visils. <hall be included with the
lnvestirator's application to the agency.
For [ncilitics which have filedd no gen-
eral asswmnce, composition as well as
recommendations ol the Organizational
Review Commlittce will be considered an
integral park of the proposal in the
agency review.

C. Protection Commitiee. The primary
{function of the Protectinn Committee H
to provide supplementary judgment by

FEDERAL REGIS

NOTICES

overseeing the sclection of subjects whe
may be included in a research project to
assure that thelr consent Is as voluntary
as possible under the conditions of con-
finement.

Consent s a continuing process. To
assure the voluntariness of consent, sub-
jects must be able to withdraw from
the research project without prejudice.
Each Protectlon Committee shall estab-
lish 'such a withdrawal mechanism.

The dutles of the Protection Commit-
tee, therefare, shall include:

1. Reviewing the information given
the potentlal subjects, with speclal atten-
tion to: adverse effects, the importance
of reporting all deviations from normal
function, the continuing optlon of with-
drawing from participation at any time.
and the tdentiflcation of & member of the
committee who will be avallable, at rea-
sonable intervals upon request, for con-
suitation regarding the research project.
All of this information shall appear on
the consent form, & €ODY of which will
be given to each participant. When oral
representations ere made procedures de-
scribed under DHEW regulations shall
be followed.
the process of selection
be Included in the
research, to the extent stipulated in the
recommendation of the Organizational
Revlew Committee. This may vary from
overall approval of the recruitment proc-
ess, to reviewlng & sample of subject
selections, to interviewing as a full Com-
mittee each individual subject to be in-
cluded in the project.

3 Visiting the institutionon & regutar
basls to invite qguestions, to monitor the
progress of the research, and to assess
the continued willlngmess of subject par-
ticipation. The frequency of these visits
will be determined by the nature of the
research, snd any recommendatioils of
the Organizational Review Committee.
Dependlng upon the circumstances and
the number of subjects involved, these
visits may be made elther on a rotating
basls by various members of the Commit-
tee, or by the full Committee.

4. Malntaining records ol Its activities
including contacts initlated by sublects
in the project between regular slie visits.
These records shall be made available to
the agency upon request.

The Protectlon Committee shall be
comprised of at least 5 members 50 Sg-
lected that the Committee will be compe-
tent to deal wlth the medical, legal, 50~
clal, and ethical lssues involved. No more
than L5 of the meinbers shall be scientists
engaged in bpiomedieal reseatch or physi-
cians; at least 1 shall be a misoner or &
representative ol an organization con-
cerned with the prisoners’ interests; no
more than 1 {except prisoners Or thelr
represrnmtlvcs) shall have any afflintion
with the prison facility or with the unit
of povernment having jurisdictlon over
the facility, with the exception of persons
employed by the department of education
of n relevant jurlsdiction in a teaching
capacity, The composition and the inves-
tipator’s proposed use of the Committee
st be reviewed nud approved by the
DHEW agency.

D. Payment to prisoners, The amount
paid for participation in research will
vary according to the risks and discom-
forts involved, and the other employment
oppo;tunltles in the facility in which the
research Is to be conducted. The specific
amount for each project will be deter-
mined by the Organizational Review
Committee, which will forward its rec
ommendation as part of the applicatim
to the sponsoring agency. The amounh
pald shall provide & compensation [o
services, but shall not be so great as L
constitute undue inducement to partict

pate.

Any reduction of sentence &3 & conse
quence of participation in research sha’
be comparable to other opportunities s
the facllity for earning such a reductio

Any subject who is required by the ir
vestigator or prison physleian to witl
draw. for medical reasons, before com
pletion of the investigation, shall cot
tinue to be pald for a period to be dete:
mined by the Protection Committes |
consuitation with the {nvestigator. Th
does not apply to subjects who withdrn
for other reasons. Any disputes regardis
certification of withdrawal for medic
yeasons shall be heard and resolved |
the Protectlon Committee.

Prisoners who serve on the Protectl
Clommittee shall be pald an amount co
slstent with that recelved by the resear
subjects.

E. Acereditation. The Becreta
DHEW, shall establish standards for ¢
creditation of correctional factlities (
fering to act as sites for the performar
of clinical research, or offering to act
a source of velunteer subjects for clint
research when the research s suppor’
fn whole or In part by Departmen
funds or the research la to be perforn
in compliance with requirements of P
eral statutes.

The review for certificatton shall
clude, but not be limited to:

1. Standard of lving In the prl
facility.

2. Other opportunities for empl
ment and/or constructive activity, elt
within the prison, or in s work-relt
program.

1. Adequacy of (a) medical coare
the general prison populatton (so 1
participation in research ls not the ¢
means of obtaining medlcrl attenti
and (b) the proposed methods for m
taining medical records and for prot
ing the confidentlatity of those recorc

4. The nature, structure, function,
compositlon of the Organlzational
view Committee (whether located al
prison or at the Institutlon sponsc
the research) which is to review clit
research in thot correctional facliity

The Sccrctary shiall also set g&!
guidetines to assist the Organlzat
Review Committees int determining
of remuneration, and shatl Ind
groups who may be considercd to v
sent the prisoners’ interests for the
pose of appolntment to membetsh
the Protection Committee, No instit
shall be accredited If research, wh
or not supported by funds fron
DHEW, Is conducted under Its aus
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or by menibers of its staff, which & noat
in conformity with these guidelines. No
DHEW funds will be granted for research
innstitutions lacking such acerc ditation.

F. Special provisions. 1. Persons de-
tained in a correctional fucility while
awaiting sentence. or in a hosputal fa-
cility for pre-sentence tlaghostic obser-
vation, are excluded {rom partlcipation
in resecarch

2. A child may not be included as a
subject 1 rescarch involving nsk if he
is detained 11 an institgtional setilng
pursuant to a court order, whether or not
the parents and the child have cotzented
to the child's participation.

VI. The mentally infirm —A. Policy
considerations. ‘The institutionalized
mentally infirm are doubly limmited with
respect to participation In research ac-
tivities. First., as with children, they
might lack the clear capacity to com-
prehend relevant information, and to
make informed judgments concCerming
their particlpation. Second, as with pris-
oners, they experience @ diminizhed
sense of personal Integrity as a result of
confinement in an institution. Such con-
finement restricts their freedom of chicice
and imposes elements of coercion, whizh
1imit their capaclty to give truly volun-
tary consent. In addition, the mentaliy
Infirm who are confined In Institutions
have more pressures to cooperate with
custodial authorities than do prisoners,
for their release might depend entlrely
upon thelr behavior and on the impres-
sion they make upon those having the
power to make decislons concerning ter-
mination of thelr confinement.

Legal guardians, who have authority
to consent for medical treatment, might
have interests In the matter which do
not necessarily coincide with those of
the patlent. Long-term management of
patients with mental dizabllities {s ex-
pensive and time-consuming. Any pro-
posal which might reduce either the ex-
pense or the supervision required in
caring for such persons might be appeal-
ing, whether or not there ts correlative
benefit to the patient. This is certainly
the case In projects offerlng new ther-
apy: it might also occur, albeit in a more
subtte form, where [ree medical or cus-
todial services are perceived to be con-
tingent upon the patient's participation
as A subject in research.

The courts have begun to recognize
that persons confined In institutions
might not be able to give truly voluntary
consent in such matters. It is important
to recogmize, as well, that persons en-
cumbered with the economic or custodial
responsibility for the mentally in3nn
might noi be sulliciently objective to
muke Judgments which are fully i the
best inlerest of the Institutionalized per-
50I11.

The citeumstances ore limited under
wltleh it is justifiable to include the men-
tally infirm as subjects in blomedica) re-
search:  These circimstances  Include
projects tin which: the proj:osed research
concems dingnosts, ireatment, preven-
tion, or clwlogy of the disabiliy fram
which they suffer, the neceszary Infor-
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mation cun be obtained only from thowe
subjects; or the studies concern inutitu-
tional life per se. With these exceptions,
the general rule is that the participation
of the mentaliy infirm as subjects [n re-
search is not acceptable,

B. Ethical review of projects and pro-
tection of subjects. In instances in which
a research protocol requires the paruct-
patlon of mentally infirm subjects, the
research must be overseen by a Prolec-
tion Commitice in the manner described
in Section IXI-C, pertaining to children.
This Protection Committee must be sup-
ervised on & continuing basis, as de-
scribed in Section V-B, by the Organiza-
tionu! Review Committee of the Institu-
tion in which the research is to bhe con-
ducted or of the jnstitution spon:oring
the research.

VII. General provisions. These pro-
visions apply to all research activities
covered by this policy,

A. Referrals to the Ethical Revirw
Board. Whenever a Primary Review
Committee, secondary review group, or
the agency staff percelves an apparent
and significant question of ethics or an
unusual element of risk—whatever the
subject group involved—the research
proposal in guestion may be forwarded
to the Ethic3l Review Board for an opin-
ion. In addition to offering an opinlon of
acceplability from an ethical viewpoint,
the Board may choose to recommend the
establishment of a Protection Commit-
tee, and suggest guidelines for its opera-
tion.

B. Procedures requiring special con-
sideration. All other recommendations
notwithstanding, DHEW may Identily
certain procedures which: (I) Require
Protection Committee review of the se-
lection of each individual subject: (2)
are acceptable for stipulated subjects
only if approved by affirmative declarn-
tory judgment of a court of competent
jurisdiction; or (3) are unacceptable,

C. Research conducted in Foreign
Countries. All regulations governing re-
search conducted in the United States
apply to research conducted in foreign
countries under DHEW gausplces, and
the ethicnl review must be of equal rigor.

There are sometimes special con-
stralnis encountered in forelgn settings.
Therefore, in addition to the require-
ment that consent procedures for re-
searchi to be conducted abroad counform
with the policy and regulations set forth
in this doctmment, there must be written
assurance that the proposed 1esearch
enjoys local acceptance, and offends no
local ethical standards

D. Rescarch submitted pursuant to
DHEW rcgulatory requirements. Re-
search or testing which is perforined
pursuant to or in fulfillment of any reg-
ulation issurd by any agency of the
DHEW will be aceeptable to the govern-
ment only if conducted in compliance
with these procedures and regulations.

E. Clinival research not funded by
DHEW.

I1. In the Judgment of the Sccretary, an
organtzation has falled to corply with the
terms of this pollcy with respect to a pur-

dTG

Uviiar DHEW yratt o conitract. he niay
rodpibre that said grant or colitract be tere
nunated or suspended I the matiner pre-
scritbed In applicable grant or procurement
regulations,

If. in the judgrient of the Secretary,
orgavizatfon falls to discharge 1ts rew
bilities for the protection of the gl ta
welfare of the subjects In Its care, wh <ler
or not DHEW funds are invulved, he may,
upon reasonnble notice to the organlzation
of the basis for such action, determine that
Iz eligibllity to receive further DHEW grauts
or contracts |nvulvlng hunan subjlects shall
be termuinated. Such disqualiication shall
cotttine untld 1t I5 shown to the satisfaction
of the Secretary that the reasons therefor
no longer exist

17, in the fudgment of the Secretary. an
individuat serving as principal investigator.
program director. or other person having
responsibility for the sclentific and technical
direction of a project or activity, has falied
to discharge his responsibllities for the pro-
tection of the righta and welfare of human
subjects in his care, the Secrelary msy, upon
reasonable notice to the Individusl of the
basls for such action, determine that such
individual's etigibllity to serve as a princl-
pal investlgator or program director or in
another airmllar capacity shall be terminated.
Such disqualification shall continue until it
is ahown to the satisfaction of the Becretary
that the reasons tharefor no longer exist?

In reaching a determination on com-
pliance. with respect to subjects with
limited capacity for consent, the Secre-
tary will consider the extent and the
nature of the procedures by which the
Institution offers protection in all studies
conducted In or by that Institutlon re-
gardless of the source of funds, with tha
expectation that there shall be an ethical
review similar to that required of the
agency Ethical Revilew Board (III-B),
The exlstence of & Protection Cop
tee, overseen by an Organizatfon, |
view Committes and acting to a¥ordwdp-
plementary jfudgment, wlll be accepted
as evidence of responsibility in this
regard.

F. Confidentiality of information and
records. Nothing In this policy shall be
construed as permitiing the releass of
confidential research protocols nor the
violation of State law applicable to tha
confidentiality of individual medical
records.

VIII. Draft additions {o proposed reg-
ulations (See FEpIRAL RrcisTer, Vol. 38,
No. 194, Part 2, Tues, Oct. 9, 1973, pp.
27882278851,

To amend the proposed Part 48 of Sub-
title A of Title 45 of the Code of Ped-
cral Regulations by deleting 1§ 46.20
through 4623, redesignating §§461
through 46.19 thereof as Subpart A, and
adding the following new Subparts B
through ¥

Suprart B—Aporrronar  ProtrcTiONs roy
CHILDREN INVOLVED A3 BunlecTs 1N DUEW
ACTIVETIES

See.

48 21

46 21

40 231

46,24

46 25

Applicabliity,

Purpose.

Need for logally effectlve consent,

Definitions

Ethical Review Board: Composition;
Dutles,

TIFEDERAL RECISTER, Vol. 18, No, 104, Part 3,
Tuesday, October 8, 1073, § 46 72, p. ITRAS,
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Bec
4626 Prolection Commitiees; Composition:
Duties.

46.27 Certain children excluded from par=
ticipation in DHEW aupported ac-
tivities.

Activities to be performed cutside the
United States.

SuBFART C—ADDITIONAL PROTECTIONS ¥OR
CERTAIN CLASSES OF DHEW AcTiviTiza

46.31 Applieability.
4631
46.33
4634
46.35

48.38
48.37

46.28

Definitions.

Duties of the Ethical Review Board.

Maternal consent to actlvities involv-
ing the abortus.

Additional conditlona for activities
involving the abortus,

Frohibition on certaln activities In-
volving pregnant women where the
fetus may be adversely affected,

Parental consent to activitiea which
may affect the fetus,

Activities to be performed cutside the
Unlted States,

BUpPFART D—ADDITIONAL PROTECTIONS FOR
PrisoNERs INvOLvED A8 SusiEcTs IN DHEW
ACTIVITIEY

Bec.

46.41
45 423
4843
40 ¢4

46.38
46.39

Applicabllity,

Purposs,

Definitions.

Additional dutles of Organizailonal
Review Oommities where prisopers
are Involved.

Frotection Committees; Duties; Com-
position

Prohlbition on participation ln activi-
tiea prior to conviction. R

Remuneration to subjectis,

Accreditatlon,

Activities to be performed outside the
United States.

BUBPART E—ADDITIONAL PROTECTIONE FioR THE
INSTITUTIONALIZED MENTALLY INFIRM IN-
YOLVED a8 BUBJECTS IN DHEW AcTiviiizs

40,45
4648
46 47

46 48
48 .49

4651 Appllcabliity. 4%

4852 Purpose.

4853 Definitions,

4654 Limitations on actlvities involving the
Institutionalized mentally Infrm.

463536 Additionsl duties of Organlzatlonal
Review Conunittee where the men-
tally infirm are Involved

46 58 Prutection Commiitees; Dutles; Com-
positlon.

46.57 Activitlea to be performed outside the
Unlted Btates.

SupPART F—OENDAAL Provisions

4661 Applicablitty.

41 62 Orgnnization’s records.

46 63 Rcoports

46 G4  Farly termlinnllon of awards, sanctions
for muicompliance,

46 65 Condlllans

Avriorivy: 3 USC. 301,

SUHPAKT D - ADDITIONAL  PROTFOTIONS  FOR
Crnene N IRvinvin as Suvsrret I DHEW
AcniviTies

Sertlon AR 2L Apple ahbility. (n) The reyu-
Tatmms In this sanbhpart are applicable Lo all
Diepartment of Health, Faneation, niud Wel-
tare re-anrch develnpuuent, or demonstra-
e aciivilee< In whith chilldrens may be at
itk

b1 the reqpulrements of thls subpart are
T selelinion 1o e Smpased under sutmpart
A of {his part

Besthon 4002 Propnse It Is the purpose
of this subpart o provide ndditional safe-
Funrds I revirworg nclivities o ahich this
sutbpart Is applleablile hnasmuch as the poten-

) tial ssiblecls Iy aclivithes conducted thrre-

NOTICES

under might be unat'r fully to comprehend
the risks which might be involved sand are
legally tncapable of coneenting to thelir par-
ticipation In such sctlvities,

Section 46.23 Need for legally effective
consent. Nothing in thls subpart shali be
construed as lndicating that compltance with
the procedires set forth hereln will neces-
sarlly result In a legally effective consent
under applicable State or local law to & sub-
Jject's participation In any activity; nor in
particular does It obviate the need for eourt
approval of such particlpation where cowrt
approval {s required under applicable State
of local law in order to obtaln & legally erf-
fectlve consent.

Sectlon 45.24 Definitions. As used in this
subpart:

{a) ""DHEW activity"” meanps:

{1} The condutt or support {through
grants, contracts, or other awards) of bio-
medical or behavioral research Invelving
humen subjects: or

(2) Research, development, or demon-
stration activities regulated by any DHEW
BEBNICY.

() "Sublsct at rlsk” means any Individ-
ual who might be exposed to the possibliity
of harm—physical, psychological, soclologt-
cal, or other—as s consequence of particl-
pation as a subject In seny DHEW activity
which goes beyond the application of thocs
established and accepted methods necessary
to meet bis beeds.

(¢) "Child"” means &n individual who has
not attalned the legal age of consent to
participate In research as determined under
the applicable law of the jurisdiction In
which such research la to be conducted.

{d} “DHEW" means the Department of
Health, Education and Welfare.

Bection 46235 Agency Ethical Review
Board.! composition; duttes, (a) The head of
each ngency shall establish an Ethical Re-
view Boerd, herelnafter referred to as the
"Board," to review proposals for research, de-
yelopment, and demonstration activities to
which this subpnart is applicable, as wel]l an
to advise him or her on mntters of policy
concerning protection of human subjects,
The Board shall be composed of rescarch
scientists  {blomedical, behwsvioral, end or
soclal), physiclans, tawyers, clergy, ethicista,
and representatives of the public. It shatl
conslst of 15 members appointed by the
agency head from outslde the Federal Oov-
ernment. Ko more thean one-third »f the
mentbers may be individuals engaged In re-
search, development. or demonstration
activities Involving human subjects.

(b) 1t shall be the function of the Brard
to review each proposed actlvity to which
this subpart applles, and advise the agenrcy
concerning the acceptability of such activ-
ities from the standpoint of socletal need
and ethical conslderations, takilng Into ac-
count the assessment of the appropriate
rrimary Review Committees as to: (1) The
potentinl benefit of the proposed activity,
12) sclentific merit and experimentsl de-
slgn, {3} whether the proposed activity
entalla risk of significant harm to the sub-
Jeet, (4) the suficlency of animat and aduit
human studies demonstrating safety and
clear potential beneflt of tie proposcd pro-
codures and providing suficient infornation
on which to hnse an nssessment of the risks,
and (5} whether the informatinn to be
ralned may he obitalned from furthier nutimal
and relell hvminn studes

(¢} The Board shall revlew the prooedures
propeced by the applicant to be fotloxed by
the Protertton Cuanmittee, prosided fer i
§46 26 of this subpart. A0 earryhig oot s
fmeetions as sel forth In § 4G 26 Tn addilion,
the Banzd may recorimetd pdditionad foaae

tons to be preformed by the Protectiuon
Compilttee fn connection Wil any parttonnr
activity,

{d)} In decislons regarding activities
covered by this subpart, the sgeucy eshali
take Into sccount the recommendations of
the Board.

Sectlon 4626 Protection Commiltors, com-
porition,; duties. {a) No sctivity covered by
this subpart wiil be approved unlesa it pro-
Tides for the establishment by the applicant
of a Protection Committes, composed of at
least five members ap selected that the Com-
mittee wlll be competent to deal with the
medical, legal, social and ethical Lasues in-
volved in the actlvity. None of the members
shall have any associstion with the pro-
poeed activity, and at least one-half shall
have no association with any organization or
individual conducting or supporting the
actlvity, No more than one-third of the
members shall be individuals engaged In
research, development, or demonatration
activities Involving human subjects. The
composition of the Protection Committes
shall be subject to DHEW approval.’

(b) The dutlea of the Protection Commit-
tee, proposed by the applicant, and reviewed
by the sgency including the Ethical Reviaw
Board shall be to oversee: {1) The selectlon
of subjects who may be included in the
activity; (2) the monitoring of the subject’s
continued willingnezs to participate in the
activity; (3) the design of procedures to pare
mit Intervention on behalf of one or more
of tha subjects if conditions warrant: {£) the
evaluation of the reasonableness of the par-
ents’ consent and (whers appilcable) the
subject’s consent; and (8) the procedures for
advising the subject and/or the parents con-
cerning the subject's continued participation
in the activity. Each subject and hls or her
parent or guardian will be Informed of the
name of a member of the Protection Com-
mittee who will be available for consulta-
tion concerning the activity.

{¢) The Protection Commlittes shall estah-
Hsh rules of procedure for conducting its
activities, which must be reviewed by DHEW,
and shall conduct Its activities at convened
meetings, minutes of which shall be prepared
and retained,

Bection 46827 Certailn children ercluded
frem participation n DHEW octivities. A
child may pot be included as a subject In
DHEW activities to which this subpart 's ap-
plicable 11:

(e} The child has no known living parent
who 13 avallable and capable of participating
In the consent process: Provided, Tnat this
exclusion shall be inappilcable 1f the chilld
s serlously ], and the propossd research 1s
destgned to substontinliy alleviats his con-
dlitlon; or

[b) The child has only one Xnown Hving
parent who is avallable and eapable of par-
ticipating In the consent process, or only one
such parent, and that parent has not given
consent to the child's participation in the
activity; or

{c) Both the chlid's parents are avallable
and capable of partictpating in the consent
process, but both have not glven such con-
sent;

{1} The child Is Involuntarily confined in
an Institutional setting pursuant to a court
orier, whether or not the parents and chitd
knve eunselited Lo the child's participation in
the nctivity: or

ter The child has not glven consent to his
or her pnrticlpation in the research. Pro-
tided, That this excluston shall be innpplica-
ble 1f the child Ix 8 years of nge or less or
i explicitly walved by the DHEW; or

(0 The Protectiot Committee establi<hed
under £ 46 26 of 1thls subpart bas not reviewed
apd approved thie chitd’s particpation In the
activily

Sectiem 45 28  Activitics fo b poerformed
ant bt the Danited Stafee T mddifion Lo gut-
=tying all otter applivalile reiuirements in

FEOERAL REGISTER, VOL. 38 NGO 221--FRIDAY, MOWVEASBER 16, 1973



this subpart. an activity to which thls sub-
part v applicable, which {s to be conducted
outside the Unlted States, must tnclude
written documentatlon satisfactory to DHEW
that the proposed activity is acceptable under
the legad, soclal, and ethicel standards of the
lovale 1n which 1t 1s to be performed

SUBPART C—ADDITIONAL PROTECTION FOR
CERTAIN CLASSES OF DHEW ACTIVITIES

Section 4631  Applicabulity. (a) The regu-
lations In tius subpurt are applicable to all
Department of Health, Education, and Wel-
fare research, development, or demonstration
Acuvities: (1) Involving pregnant women,
usiless there 15 a finding by DHEW that the
activity will have no adverse effect on the
fotus, or is clearly thereapeutic with respect
o the fetus involved, (2) involving the abora
tus or the non-viable fetus, or {31 Involy-
ing to vitro fertillzatlon of human ova.

{b) Nothing In this subpart shall be con-
Strued as Indicating that compllance with
ths procedures set forth hereln will in &Y
way render inapplicable perttnent State or
local lews bearlng upun sctivities covered
by this subpart.

fc) To the extent the requirements of sub-
part A of this part are applicable to activities
also covered by this subpart, the requlre-
ments of this subpart are in sdditlon to
those Imposed under subpart A,

Section 46.32 Purpose. IL |5 the PUrpose of
this subpart to provide additlonal safcguardy
In reviewlng ectlvitles to which thls subpart
is epplicable to assure that they conform to
&ppropriate ethlcal standards and relate to
Important societal needs, g

Section 4632 Definitions. As used In this
subpart:

{a} "DHEW" means the Department of
Health, Education, and Wellare.

{b) "DHEW actlvity” means

(1) The conduct or support (through
grants. contracts, or other swards) of bioe
medical or behavioral research Invoiving hu-
nian subjeets; or

(2) Research, development, or demonstra-
tion activities regulated by any DHEW
Bgency

(e} “Board" means the Board established
under | 486.25.

(d) “Protectiun Committee” means & com-
mittee referred to In § 46 26

te) “Pregnancy™ means the period of time
from Lpluntation of a lertitized ovum untll
deltvery

(1) "Fetus™ means the product of oonCep-
tlon from lmplantation until dellyery

(g) "Abortus”™ means the fetus when it huns
heen expetled whole, whether spontanesusly
OF wy uoresuit of medical or surgical inter-
vention to terminate & pregnancy, prior to
viability. This definition, for thie purpase of
this policy, excludes the placenta, fetal
atertal which Is macerated ot the tme of
expuluion, a dead fetus, aad lsotated fetal
tiasie Dr organs exclsed [rois s dend fetus

th) "Viability of & fetus  meaus cupabtl-
iy given the benefit of available therapy, of
indeprndently maintaining heart best and
respiration

th "In vitro fertilzation” eans any fer-
Uhiration of human ova which occuts outside
the body of & female, throagh admixture of
hunman sperm and such ova

Seciion 4634 Dwlies of the Ethical Re-
v Koard {a) It shall be the funclion of
the Board to review ench aclivily Lo wlhilch
thid subpart applics and ndvise the agency
ooucermng the accepiabllily of such activi-
Lies [roin the standpolnt of socletal nesd and
elhicul constderations, taking into arcount
the assessment of the appropriate Primary
Review Commillees as 1o: (1) The putentlal
benefit of the proposed activity, (1) sclen-
tific merit and experloiental design, {2) the
suificlency of studles Involving autmals dem-

NOTICES

onstrating the clear potentiul benefit of the
proposed procedures and (4) whether the
Informmation to bo galned may be obtaioed
from further animal or adult human studles,

{b} The Board may recommend the estab-
lishment by the sponsortng Institution of a
Protection Committes to tarry out such func-
tions as the Board deema NeCessary.

Sectlon 46.35 Malernal consent to activ-
ties {uvoliing the abortus. {a)} No activity to
which this subpart ts applicabls muay invelve
an abortus or & non-vigble fetus unless ma-
terual consent has been obtalned,

tb} No actiilty to whlch this subpart 1s
anplicable may involve an abortus or & hon-
Vinble fetus unless: (1) Individuals Involved
I the activity will have no part In the de-
clsion os to timing, methed, or extent of the
procedure used to termilnate the Pregnancy,
or in determining viabllity of the fetus at
the termination of the pregnancy; (2) vital
functions of the abortus will not be main-
tained artificlally for purposea of resesrch;
And {3) experimental procedures which
would terminato heart beat or respiration in
the aburtus will not be employed

Section 4837 Prohibition on cerfain ac-
tivities involving bregrant women where the
fetus may be adrersely afected. The Board
shall review mll research, development, and
demounstration actlvities invalving pregnant
women. No activity to which this subpart is
applicable may involve a pregnant woman if
the Primary Review Cominittee finds that the
fetus might be adversely afected, unlesa the
primary purpose of the activity is to benefit
thet futus. In addition, no activity to which
thils subpart is applicable may involve preg-
Aant wemen undess all the requirements of
thls subpart pre satlsfled.

Sectlon 46.38 Parental consent to activi-
tiex which might affect the fetus. No actlvity
involving & pregnant woman which might
affect the fetus but which nevertheless s
permissible under § 4637 shall be conducted
unless maternal consent has been obtalned,
85 well &8 the consent of the father if he is
avallable and capable of participating in the
consent procesa

Section 4639 Adelivities o be performed
outside the United Stafes. In additlon to
satisfying nll other applicable requlrements
in this subpart, activitles to which this sub-
part 13 applicable, which are to be conducted
outside the United States, must Include writ-
ten docurnentution satisfactory to LDHEW
that the proposed aetlvity is acceptable under
the leyul, soctal, and ethical standards of the
locale in which 1t 15 to be performed.

SuprarT D— AUDITIONAL PROTECTIONS FOR
PrISONERS INVOLVED AY Sveszors Iv DHEW
ACTIVITTIES .

Section 4641 Applicabllity (&) The regu-
Iationy in thls subpart ere applicable to all
Department of Health Education, and Wel-
fare research, development, and demonstra-
tton activitles involving prisoners as subjects.

{h) The regulretnents of this subpart are
in sddition to those Imposed under subparts
A und B of thls part

Section 4642 Purpose. It is the purpose of
this subipart to provide additional safeguards
for nctivitles to which thla subpart s appli-
cable tnasmuch as the potential subjects Ln
activities conducted thereunder, because of
their incarceration, might be under con-
stralnits which could affect thelr abillty to
make a truly voluntery and uncoerced de-
cision whetlier or not to participate in such
activittes.

Section 4643 Definitions. As used In this
subhpart

(8) "DUEW activity” means:

(1) tho conduct or support (through
Graltd, conlracts, or other ewards) of bio-
medical or behavioral rescarch tnvolvlng
huinan subjects; or

717

(2) research, development. or denohs:ra-
tion activitles reguinted by any DHEW
Bgency.

(b) “Prisoner” means any Individual in-
voluntarlly confined in a pensl institution,
The term 15 Intended to encompass individ.
uals sentenced to such an institution under
& criminal or civtl statute and also tud|vid-
uals detalned by virtus of statutes which
provide witernatives to criminal prosecution.

{c) "DHEW" means the Department of
Health, Education, and Weltare.

Section 48 44 Additional duttes of Organi-
zational Retlew Committee where prisoncrs
are involved, {a) In cazrylng out its responsy-
billtles under subpart A of this part for activ-
itics 150 covered by this subpart, the Organli-
zational Review Commities provided for un-
der subpart A shall aiso certify: (1} That
there will be no undue inducements to par-
ticlpation by prisoners as subjects in the ac-
tivity, taking into account among other fac-
tors, the saurces of earnings generally avall=
able to the prisoners as compared with those
offered to particlpants In the nctivity, (2)
that the clinle and hospltal facilitles are ade-
quate for the proposed activity, (3) that all
aspects of the actlvity would be sppropriate
for performance on nonprisoners, and (¢}
that no priscner will be offered any reduction
ln sentence or parole for participation (n
such actlvity which Is not comparable to that
offered for other activities at the facllity not
of s resenrch, development, demonstration or
sinmllar nature,

{b) In addition, the Organizationsl Re-
view Committee shall have the fallowing
dutles: (1) To review, approve, or modify the
procedures proposed for the Protection Com-
mlittes in carrylng out its functions as get
forth {n § 46.45; (2) To recommeand ATy nddi-
tional functions to be performed by the Pro-
tectlon Commlittes In connection with a par-
tcular activiLy: (3) To set rates of remunera-
tion, If any. consistent with tha antlcipated
duration, discomfort, and/or risk of the sc-
tivity but not in excess of that pald for other
employment generally avallable to innmates
of the factlity In Question; and (4) To carry
our such other responsibilitles as may ba
stipulated by DHEW fn the contract or grant
award.

(2} Activities to which this subpart Is ap-
plcalile must provide for the designation of
an Organizational! Review Commlittee, where
no such Committee has been established
under subpart A,

Sectton 4645 Protection Commnttiees;
dulics, composition, {a) No Activity covered
by this subpart will be approved unless It
provides for the establishment of a Protec-
tion Cominittee to carry out the followlng
functions, &s well as any others recommended
by the Organtzationsl Review Committee or
by DHEW: (1) Reviewinpg the procedurs lor
soliciting particlpatlon by prlsoners tn the
research activity to determine that all ele-
ments of tnformed consent, as outlined In
§ 463, ore satlsfled; (2) overseelng the selec-
Llon of prisoners who miay participate tn the
acllvity; (3) monitoring the progress of the
research and the continued wiilingness of
subject particlpation; and (4) intervening
ol behall of one or more subjects 1f condi-
Llons warrant. In ndditlon, each subject witl
be Informed of the name of & member of the
Protection Committee who will be available
to the subject for consultation concerning the
activity

{b) Each Protection Committee shall be
compuosed of at least five members appolnted
by the wpplicant and so selected that the
Coniniittee will be competent to deal with the
medical, legal, saclal, and ethical 1ssues in-
volved. At least one member of the Commitice
shall be either a prisoner or a representative
of an organlzation hoving as a primary con-
cernn protection of the Interests of prisoners.

FEDERAL REGISTER, VOL. 38, NO. 221-—FRIDAY, NOVEMBER 16, 1973



31748

No more than one-third of the members may
be physicians or sclentists engnged in blo-
medical or behavioral research, and no more
than one member, other than & prisoners’
represeniative, may have any afillation with
the prison facility or the iegnl entity baving
jurisdiction over the facility. except for per=
sons employed by & Department of Education
in a teaching capacity. Any prisoners serving
on the Committee shall be compensated at &
rate consistent with that set for prisoners
participating as subjects in activities at the
Iacility to which this subpart 15 applicable.

{¢) The Protecticn Committes shall ostab-
1ish rules of procedure for conducting its
activities which must bs reviewed by DHEW,
and shall conduct ita activities at convened
meetings, minutes of which shall be prepared
and retained. The composition of the Com-
mittee shall be subject to DHEW approval.

Gectlon 46468 Prohibition on partwipa-
tion in activities prior to conviction. No in-
dividusl confined pending arraignmeant, trial,
or sentencing for an offense punishable as &
crime may bs used 83 8 subject In any ac-
tivity supported in whole or in part by 8
grant or contract to which this subpart s
applicable.

Eectlon 4647 Remuneration fo subjects.
Where zates of remuneration are set pursu-
ant to §48.44 of this subpart, any subject
who, for medical reasons, ta required by =
representative of the prison {acility, grentee,
contractor, or sponsor of the activity, to with-
drew before completion of bis or her particl-
pation In tbe aclivity shall continue to be
compensated for s period to be set by the
Protection Committee after consuitation with
the ntes or contractor,

Sectlon 4848 Arcreditation, It is the in-
tention of DHEW to sccredit prison facilities
as sites for the performance of activities 1O
which tbls subpart spplies. Accreditation
will be based on certification of the accepta~
bility of ths facilities and compliance with
the procedures required by this subpast, sd
determined by the Becretary. No scilvity
covered by this saubpart may involve prison-
ers incarcerated in a facility not accredited
by Eccretary of DHEW.

Section 4649 Activitles fo be performed
oulside the United States in addition to
patisfying all other pppllcable requirements
In this subpart, an activity to which this sub-
part is spplicable, which 1s to be tonducted
outside the United States, must include writ-
ten documentation satisfactory to DHEW
that the proposed activity is aoceptable under
the legal, social, and ethical standards of the
locale In which it is to be performed

BURFART E-—ADDNITIONAL PROTECTIONS For IN-
ETITHTIONALIZED MENTALLY Inrmy INDIVID-
vaALS THVOLVED AS STRIECTE IN DHEW Ac-
TIVITITS

Section 46,51 Applicability (8) The regu-
Jations In this subpart Are applicnble to sl
Department of Health. Education, atid Wel~
{ure notivities Involving the institutlonalized
menlally infitin s subjects

{by Rothing in thiz aubpar? shall be con-
ptyued as tndivating that comphance with the
yprocediires sel fertn herein 10 ronnection
with aciliitics permiticd uneter § 40 54 of this
rubpart will prees~arily result fno s legally
efloctive consent wnder applicable Siale OT
1ocal Inw to w sublects participation In such
AT ne LIvILY, por i particular tloes 1L obivinte
the need for court approval of such pal cipa-
1 where rourt appreval s reipaired under
wpplirable Siate of local law In crdey tO
ohitain n lepally efiective cerivent

(¢} The tequirements of thig tubpart Are
Ji aekditien 1e those imposed under Subparts
A T, it D of this part.

Secticn 4652 Purgose It Is the pirpe 5
of this subpart to proside addiLioal safe-
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guarda for the mentally infirm tnvolved L0
research, development, and demonatsation
activities, insgmuch ss the potential subjects
in such sctivities are: (i) Confited in an
institutional setting: (2) might be unsable
fully to comprehend the typs riaxa which
may be Involved: snd (8) might be legally
Incompetent to consent to their particlpa-
tlon in such activities.

Sectlon 46.53 Definitions, As used in this
au H

(s} “DHEW activity” means:

(1) The conduct of support (through
grants, contracts, or other awards) of bio-
medical or behavioral research involving
human subjects; or

(3) Research, development, or demonstra-
tion activities regulated by any DHEEW
agency.

{b) "Mentally Infirm" Includes the men-
tally 111, the mentally retarded, the emotion-
ally disturbed, the psychotlc, the senlls, snd
others with impalrments of » similar nature,
regardless of whether or not the individual

hass been determined to be legally
incompetent.
te) “Institutlonalized” means confined,

whether by court order or voluntary com-
mitment, in an institution for the care and/
or treatment of the mentally tnfrm.

Sectlon 46 54 Limitations on activities in-
volving the institutionalized mentally infirm,
No institutionaiized mentally infirm inct-
vidual may be Included sa & subject nn
DHEW activity unless:

() The proposed activity is concerned
with: (1) The diagnosis, treatment, preven-
tion, or etlology of the impalrment with
which he or she is afiicted: or {2) the pro-
posed activity In concerned with the effect
of institutionsal life on the subject and In-
volves no risk of harm to the subject; or
{3) the Informatlon ¢an be obtaluned only
from such subjects.

(b) The Individual's legal guardian hes
given consent to the individual's particips-
tion in sueh activity.

{¢) Where the individual hes sufficlent
mental competency to understand what ia
proposed and to express an opinion ax to his
or her participation, the individual's ocon=
sent to such participation has also been
secured; and

(d} ‘The Protection Commlittee, provided
for in § 46.58 of this subpart, hes reviewed
and approved subject participation in the
acticity (by class or by individunl).

Bection 46.85 Additional duties of Organ-
{=ational Review Comntittee uwhere the men-
taly infirm are intvolved. (a) In addition to
its responsibilities under Bulpart A of this
part. the Organizationa! Review Commlittee
shall, with respect to activities to which
subpart applies:

{1) Certify that all sspects of the activity
would be ethically approprinte for periorm-
ance on healthy Individuals;

(2} Conduct at lenst one on-site vistt to
the Institutlon and prepare B report of the
visit, Including discussion of such matters
as living conditions, avallablitty of medical
care. _Rnd quality of food, to be submitted to
DHEW slong wilh the application;

[3) Revicw Rnt approve or modify the
procedures propored by the applicant to be
followed by the Protectlon Commitice, pro-
viled for in E 46 56, In oversceing the re-
crultment of the mentnily infirm subjects
whn sy be Incinded In such actin by

{4) Recommend ang pddiional fTunctions
to be perforined by the Frotertlon Cominlt-
tee 11 conncction with nhy particulrr Re-
Livity: and

{5 Carry oul such other responsibilities
as mnpy te recommended by DHEW

{hi Acthities to which this subpart Is ap
plicabtr st protvide for the deslgpotion of

an Organizational Revlew Committee where
no such Committes has BLeen established
undor subpart A.

Bection 4658 Protection Committees,
duties; composition. (a) No actlvity coversd
by thia subpart will be approved uniess It
provides for ihe establishment of & Protec-
tion Committee to earry out the following
functions, as well as any others preacribed
by the Organleational Review Committee or
by DHEW: (1) Oversesing tha process of
selection of subjecta who may be included
in the activity, {2} monttoring the progreas
of the wactlvity with special attention to
adverss effects on subjects, (3) intervening
on behal! of ona or more of the subjects it
conditions warrant. {4) evalusating the proc-
ess and reasonabieness of consent of the
legal guardian and (where applicable) of the
subject, and (5) advising the legal guardian
and/or the subject concerning the lattar’s
continued participation in the sctivity u
econditions warrant.

{b) The composition of each Protection
Commitise ahall econform to the require-
menta set forth in § 4836{n).

{c) The Protection Committee shall es-
tablish rules of procedure for conducting ita
activities, which muat bs reviewed by DHEW,
and shall eonduct lts sctivities at convened
meetings, minutes of which ahall be prepared
and retalned.

Bectlon 48.57 Activities to be performed
outside the United States. In addition to
satlsfying all other applicable requirements
in this pubpart, an actlvity to which this
subpart |s applicable, which 15 to be con-
ducted outslde the United States, must In
clude written documentation satisfuctory to
DHEW that the proposed activity {s accept-
able under the legal, social, and ethloal
atandards of the locale In which it 1a Lo be
performed.

BorPart P—CeNInAL PROVISIONS

Bectlon 48.61  Applteability. The following
regulations are spplicable to all nctivities
covered by this part.

Sectlon 4663 Records. (m) Coples of all
documenta presented or requlred for initial
and continulng review by any Organizational
Roview Committes or Protection Commitles
and minutes, transmittals on actions. ins
structions, and conditions resuliing rom
committes dellberations are to be made part
of the ofMcial files of the grantee or con-
tractor for thes supported activity.

{b) Records of subject’s and represents-
tive's consant shall bs retalned by the
grantee or contractor \n accordance with its
established practice, or, Il no practice has
been established, in project flen

(c)} Acceptance ol any DHEW grant or
contract award shall constitute consent of
the grantes or contracting organization to
inspection and audit of records pertalning to
the aasilsted activity by authorized repre-
sentatives of the Secretary.

(d) All documents and other records re-
guired under this part mnuat be retained by
the grantee or contracting organization for
a mtnimum of three years following termina-
tlon of DIIEW support of the sctivity.

Section 46.63 Reports. Each erganization
with Rn approved nssurance shall provide the
Secretary with such reports and other in-
rormntion as the Secretary may from time to
time prescribe.

Section 4663 FEaorly  terminahon of
awards: sanctions jor noncompliance. {n)
If. in the judgment of the Sccretary. an or-
ganlzation has failed to comply with the
terms of thla part with respect to n par-
tlcular Federal activity, he mny requlre that
sald grant or contract be terminated or sub-
pended in the manner prescribed 1n apptl-
cable grant or procurement regulations,
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iy It an he Judgnient of the Serretary. {c) If. in the Judgment of tye Secretnry, contine ut
hi. Orgalnzition falls to dischiarge its re- an Individual Brving as princlpal tavesti- gf the Secret
Metssibihities for the protection of the rights  gator, program director, or other person hay- longer exist.
sid welfare of the subjects in its care, f £ reapansibllity for the sclentific and tech- Section 4665 Condyii
whether or 0t DHEW funds are Involved, he nical direction of g Project or AcLivity, has may with respect 1o any
May, upot rensonnhle notiee Lo the orgoniza-  falled to discharge het or hig responstbilities
Hion of the baosls for such actiun, determine for the protection of the rights and welfure
Lhic, 1ts eligibility to receive further DHEW  of humagp subjects In his or her care, the Conditions pertatulng to
ETALLA or coutracts or participate in DHEW Becretary MAY. upon reasonable notice Lo the prior to or at tlie time
Rssisted actiyvitiog Insvelyving hunian subjecls, Individuat of the basis for such actlon, deter- auy activity when in th
shall be terminated Surh disqualification e thine such Individual’s eliglblilty 1o Mmenut such condlitions ar
shall contintice unt it it ls shown to the satls-  sorve gy a prinelpat Investigator or program
faction of the Secrelary that the Feasons  direc'or or In Anotler similar capacity shal
therefor no lenyger exist be terminated Suen disqualification shalt [FR Doc 73-20922
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Title 85—Public Welfare

SUBTITLE A—DEPARTMENT OF HEALTH,
EDUCATION, AND WELFARE, GENERAL
ADMINISTRATION

PART 46—PROTECTION OF HUMAN
SUBJECTS

In the Feperal REcIsTER of October 9,
1973 138 FR 27882, & notice of proposed
rulemaking was published in which it
was proposed to amend Subtitle A of the
Department’s regulations to codily, with
some changes, an existing Departmental
policy set forth In Chapter 1-40 of the
DHEW Grants Administration Manual
These regulations would provide that no
activity involving any human subjects at
risk supported by a DHEW grant ot con-
tract shall be undertaken unless a com-
mittee of the applicant or offering orga-
nizatlon has reviewed and approved such
activity and submitted to DHEW a cer-
tification of such review and approval
In addition any crganizatlon receiving a
grant or contract must establish a
mechanism to provide for continuing re-
view of the supported activity to Insure
jts continued acceptability. The notice
provided for the filing of comments with-
in 30 days, ending Novemnber B, 1973

Comments were received from more
than 140 representatives of grantee and
contractor crganizations, from approxi-
wnately 20 public groups or organizations,
and from over 40 Individuals They ia-
clude over 500 criticisms -of Individual
sections of the proposed rules. Thesze
comnients and the Department’s conclu-
sions are principatly as follows:

A_ The applicabllity and scope of the
policy were chatlenged by several re-
spondents Suggestions includedlimiting
the policy to physical risks only, differ-
entlation of blomedical risks from be-
havioral risks, expanding the policy to
protect all persons regatdless of the na-
ture of the risk or source of support. ahd
unequivocal limitation of the policy to
DHEW grants and contracts as con-
rasted to other organizational activities,
Requests were also made for the provi-
stan of special exemptions for subject
groups siich as prisaners, ceademir ¢oi-
leagues, students, and laboratory per-
sornel: or exemptions for specific proce-
Gures such as these involving manipula-
tion of the diet within normal ranges, the
taking of blond and urine samples surgl-
eul and autopsy spechinens, and the use
el tear, nad clippings, and  pliacentat
nvaterials

I' wa- also propused that the pelwy
Geal specifically with certain subjects
st bk the prisener. the child the fetus,
the bt tus, ondd the easubidate for sternli-
waln ar pevehasuraery

The Depavtment. hasine consideied
theew Troquently conflicting rooompnin-
tlations, concludes that the latuuaze of
the veenladions should be clunizerd Lo emi-
plnesize thelr concert: with the 118%s in-
volved 1y rescarch, deyelupnent, and ye-
lated activities It eonchudes that the
mrcuments advanced for speciticabiv in-
chehing ur exemptineg eevltain ncbivities
und provedures from the scope of the
pulicy frequently refect considerations
applieabie only to indrviduad projects or
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conditions in particular Institutions and
lack broad applicabllity. It thecrefore
seems appropriate to reserve to the See-
retary the right to designate activities
which necessarily fall within the scope of
these regulations or to which the regula-
tions are Inapplicable. Such designations
will be made only following carelful study
and through publication in the Frograt
REecisTER, These changes are Incorpo-
rated In § 46.1. At the same tlme it should
be noted that the Department Is now
developing polidies dealing more specifi-
cally with research, development, and
related activities involving the prisoner,
the child. the [etus, the abortus, and in-
stitutionalized individual with mental
disability. The Department intends to
issue one or more hotices of proposed
rule making in the FEDERAL REGISTER NO
later than July 30, 1974, dealing with
these sublects. Policies are also under
consideration which will be particularly
concerned with the candidate for psycho-
surgery, the candidate for sterilization
and, separately, with the subject of social
sclence research.

B. Critlelsms of the basic policy state-
ment centered about the requirement
that organizational committee review
determine “that the risks to an individual
are outweighed by the potential benefits
to him, or by the .importance of the
knowledge to be galned.” Suggestions in-
cluded inserting the word “significant”
before “risks” and adding after the word
“palned” such phrases as “provided the
experimental procedure accords decent
resnect for the oplnion of mankind™ and
o1 by the potential benefit to soclety.”
Objectlons were also raied concerning
the requirement that informed consent
be qualified as “adequate” and to the
omission of a requirement that it be
“jegally effective.” It was also argued
that the sole purpose of the reviews
should be tn determine thal the subject
is fully informed.

The Department, having consldered
these comments, concludes that the
addition of the term “significant” would
trnd to weaken, not to strengthen the
requirement, and that the intgnt of the
pruposed change is better served by pro-
visions. in § 46.1 giving the Secretary au-
thority to designate activities, including
methods and procedures, to which the
poliry  is  inapplicable. The suggested
changes in the risk-benelit clause appear
1o he more admonitory than substantive,
Objections to the use of the term “ade-
quate” appeared to be based on an as-
strption that the term was used In the
wonse of “barely sufficient” rather than
“tawlully and reasonably.” The Depart-
menl concurs that the requirement s
strengthened by the substitution of the
phrase “legally effective.” It does not
peree that the xole purpose of Lhe review
wLould be to determiane that the subject
is fully informed. It 15 essential that the
commiuttee. representing a wide specttum
ol thuse gxpert professionl skills essen-
tril to a clear recognition of an aclivity's
inherent risks and probable benefits,
carelully weigh such risks and beunefits
belore delermining that the benelits
favor o dechslon to adlow the subiect to
ascopt these risks 1t is alse important
thut the ¢ammittee del-rmine that the

subject will receive adequate protection
against known rlsks. These conclusions
and certain editorial changes nre re-
fected In § 46.2.

C. Objections were raised to several ol
the definitions incorporated into the reg-
ulations: (1) since the DHEW may make
grants to certain Federal agency com-
ponents only on the same terms as ¢
non-Federal institutions, it was sug-
gested that the term "Organlzation’
should be expanded to include Federa!
agencles, (i) objections were also ralsec
to the term “sociological harm™ as mean-
ingless, and to the use of the ternx
“harm,” rather than the common lega
term “injury,” (lii} the definition of
“Infodmed consent” was challenged or
several counts. It was suggested that the
definition should be couched in termu:
similar to those of the Nuernberg Codi
which provides that “the person involvec
should have legal capacity to give ton-
sent: should be so situated as to be ablt
to exerclse free power of choice withou!
the intervention of any element of force
fraud, deceit, duress, overreaching, o
other ulterior form of constraint o1
coercion.” It was also suggested (1v) that
the requirement for an instructlion that
the subject be free to withdraw his con-
sent be amended to read additionalls
“without prejudice to his future care.”

Additlonal suggestions included: (v)
add to each of the elements of informed
consent the initial phrase “full and fair,’
(v eliminate the requirement for a de-
scription of "any appropriate alternative
procedures” since there might not be any
such procedures; (vii) add a requirement
that the patient be informed of alterna-
tives If he is unable or refuses to continue
as a research subject; and (viiD that pa-
tlents be informed of the consequence:
should the research {all.

The recommendations having been
duly considered it Is concluded that sug-
gested changes iy through (iv} should
be Incorporated into the regulations witk
some editorinl changes., particularly
elimination of the phrase “to his future
care" from the addition suggested in Uv:
above Prejudice could extend to other
matters such ns relmbursement ol ex-
penses, compensatlon, employment sta-
tus, etc. The remaining recommendation:
{v-viil) mre considered for the most par!
redundant and additional changes an-
PeAr unnecessary,

These conclusions are reftected Ir
§ 46.3. Defintions of certain asddltiona
termis have been Included as reguired by
changes made elsewhere In this part.

D. WIith rexard to the submission ol
assurnnees, criticisms were volced con.
cerning the requiremnent that the ovga-
nization report to DHEW auy emnergeqn!
problems. Respondents emphasized tha
the term “enmergent problems”™ wias vapih
and. if stirictly Interpreted, could icad t
cnormous amounts of unnecessary pa
perwork at great cost both to the organt
zation and to the DIEW. Respoudent:
were also critical of the requlrement foi
“immediate notificalion® and gquestione(
the value of such datna

These comments having beenr consid
ered, it is concluded that they have somuc
merit. The requirement has been mod!-
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Sied remioved [rom ius original position
1 e regulutions, and inserted else-
there. The terms “emergent problems"”
ulld “immediate notiflecation” have been
tiiminated These changes are reflected
{464, 4C6:d, and 16 Trer,

Cumnments were alse concerned with
the piloposed requirement that ho "'colm -
H.iltee or quoruin of g comnuttee shajl
tontist entirvely of employees of the or-
Ealtization ' Respondents stated that in
IRUSL Institutions 1L would be difficult, and
' some impossihle, to find. attract, and
hold qualified. mierested nonemployees;
that the alsence of such a person from
A Quorum could block consideration of
Hiiespected problems, make difficult the
stheduling of meetings to meet DHEW
hUnuposed deadlines for the preparation of
Fiatts and contracts. and invest such
LLIsons with “absentee Velo' power. Algo,
that the provision would deny teasonable
compensation to outsiders currently or
I'ussibly serving on commitiees. and deny
legsl motection and the Drotection of
arsanizational linhility insurance to oyt-
~ders who were not in an employee sta-
tis while serving o a committee subject
LITRNIFI

Muost Sukrestions for alternate word-
ings of e htovision would efther drop
Lthe mandatory réquirement for nonem-
16y PES, OF stpgesl that the requirement
e made outionul, the ¢hoice tg depend
Hhun the fwilment of the Secretary ar
e  oreanizationa) tommittee as g
whether or gt such nonempleyee rep-
resentation was necessary. Other recom-
mendtieng sikpe-ted  that “nonem-
1O b defined in terms of sole em-
1oy et by the Sliulucalion, full gr
Patbb-thne employment, or shatt-term
vinployment. Sooe respondents  sug-
4sled more pe it tive requnreresits,
nrividing thut the Lonemployee HHYE
e thefied 1o 1mnclude nonliealth pofes-
il v o wan) eitiier revre ey SLITE
Frovdee o Sibjere I'upttbilions
abiweliogr weyp radced te the ya-
CHED et that g CHLBNtlee he bl
oty e FOR of L g Al
U berne. CHabnenl aitie - g Wity
et et ey ariiinees e vyege
il M tooting |, e n
Ve GF cencnunitie. S A [T
R T T Ol repreary sy

[HY

0 :ll':l-..w_

Iiyr ik s avag, A e,
L vochinded 1. LR Y ETTTT e

l§ Vet impdieves lE g

T o Porspnrpuaptes— o]
IR Y N E O PP LR PR R Y T
[ S T el compgre, - ST ETTHE
Eoat i (BRI IFR TR LRIFIEANTEINE RN
U e el waprls YT vga
 [LIIS IS I LT PO T L e gy
Tl MOI e oy o] b LTRTLNN B ¥ P

P g oreed et b gy, e 1300414
Phal *ewie e b oy bt o g
LA LR R PN PR Pt ) L thar
*he ventiiremeat N e g ~ plkr o e
OV W e, meinber frign
PR censideno L, i e within tlie

R R R ITTA TTNTE Tobahiby (o -
R AR R CETY VTN T o The arntnents
RS AL ST U STIIR T A Lalsan of eama
LTS S T T TYTY S tetaderat wen.
ralls to be o e g SOOI Qi pea-

FELERA| REGESTER, vQu, 39, NO

RULES AND REGULATIONS

sona for taking these atiltudes into coyy.
slderatlon. Tt ghowld be etnphasized that
the term “community* 1s intended to be
applled in the sense of the larger com-
munity served by the organization, not
hecessarily the smaller cammunity in-
volved in a barticular supported actlvity
or project, that this is o requirement for
overall commjitee meinbership, and not
a requirement that musg be varied pro-
bosal by praposal. The Department's
conclusions are reflected by § 46.610) 2y,
4,451, and 14y,

E. Conunents on the requirements for
Special assurance- were largely editorial.
It is concluded that changes should be
made so as to insure better agreement
between the wording of these require-
ments and those for generel assurances.
These changes are reflected in § 46.7,

Suggested changes in language similar to
that found jn the Nuernberg Code and
already incorporated intg the definitioy
of inforined consent in §46.31c), or
sought changes to define conditjons un-
der which substituted consent could be
obtined on behair of individuals wlio
ure iIncompetent, tither because of age or
mental Incapacity, to consent for them-
selves. Among other matters it wWas sug-
gested that syen substituted consent
should anly pe Biven by a court of com-
petent jurisdictjon

These comments Laving been consid-
ered. bogs concluded Lhat there is no
substantind  eup,fict between thiy so¢-
ta--and the dg. umeniation require-
e Ut Lge suisestion of inclusion of
the Nuernbery Cude languaire has been
et elenhiere, and (hal problems 1elyy -
g 1o bareipaten by nnnors, e
Maetitaliy i) e vientaily retarded, g
by priconer, ung o hers are already the
subitet of o draft prognced rulemat ing:
R R o £ EFIrKE XU (TR

O Objections vy, tiaised to the clay .
brolubiting the 4. - i exculpatory L.
I on the grogvg s Lisat it makes op-
Erdnzihicng) peyig o tommitlees subjeqt
Lo <Lt qes anen e o sand=ation
VICRSTUS ANy Brolgg Tigen aliveed by ergani-
faliomad alnh Lerranee, Te Dipant -
Wenls Oifize ol €31 I Comnsel s
heen aide 1o i g lepal sapport iy
tlns HEYH DY FIEY F | ax=crtion concern-
me bt oy LAt R ) T Broteetion
Al Bae v (g e e of exculpxi-
Tuiy Vatueziic,oe thende L odnbited as ,
WRITLEY of pablie §oodn ¥

H. Comunents o1, decumentation of ln-
farneid caunsent Cenlerin Iirpely aboyl
e e e [T roresentative,
Sugpestions Inelude) substitutlion of (he
term “lopyl Fepr ontatve™ g use of
Tanthg gl FEpry wentaline variou-ly
defined with raid te his associalion
With uny o idisation having custody of
the snhject, op bropcing o seek the
subects consent. tr having simultaneons
respensibily for thie sublect’s health

1815

and wellare. Additional tomments fu-
cused on the concept of the “auditor
Wwilhess,"” emphusizing the Impructica-
bility of lmplementlng such a concept
In mass Surveys and in emesgency sit-

these comments, concludes that the sub-
stitution of “legally authorized repre-
sentatlv_e." s defined In §46.3) for

The hecessary changes have
been made in § 46.10.

Various comnientators ralsed ques-
tiols with regard to the review and ap-
proval of assurances An additjona)l sec.
ton describing evaluation ang disposi-
tion of asslurances has been inserted as
f 46.10. The language of thig section 1s
consistent with current policy as stated
in DHEW Grants Administration Mun-
ual Chapter 1-40.

- A large ‘number of organizations
were colicerned with the proposed re-
quirement that organizational review
and approval be completed and certified
Prior 1o the submissjon of proposals to
DHEW, Although the majority of re-
Spondents fuvored telaiving the bresent
policy. un almost equal number suy-
Ltsled that they could cowmplete al) of
thedr reviews within a few weeks fof-
losting submission to DHEW. Erinphnasis
Wik laidd on the need for thne for revision,
resubnayisadan, and review of Pronnsals
found unaceepdylle at the tine of fiya
stiunission,

A Tew publje Eroups commended this
tequirement as g stlstar i) mprove-
ment over prosent poltey wltich, iy Uieny
upintn, presented g tacal commiig e wilth
Al Lnpus-able task in questioning o pirg) -
oot which hag alvendy reecived [ TS SR
aand approva] gl 4 1tational Jevel

These comnents havinre been cunsic
Cied gt s vuncluded tiat the st lat ta re-
lux thy. reyiivement, g L extend o
Ehace peviod for cambletion und crilily-
Catian of 1evipew ilter subrission of {he
breposal showld be reserved to the See-
betary. In no event will Processing of 4
propesal by DHEW be camapleled unlil
sMieh certifteation has heen received by
DLW, Tiu e concluslons are reflecicd
Ly chianges iy 34611 and 46 12,

By suparate notice, the Depaitment
Wil provide that for a period of one yea;
from Lhe erfer Live date of these regula
or2antiations Liaving APPIOvec
Butictal usswanges may give proposals
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review and approval after submission to
DHEW provided that such certification
is received by DHEW no later than 30
days following the deadline for which the
proposal was submitted, or. if no dead-
line is specified. 30 days following the
submisslon date of the proposal. Organl!-
zations not having a significant number
of concurrent DHEW-suppotted activi-
ties must submit a special assurance and
certification of review and approval to
DHEW within 30 days of the date of a
letter requesting such submlission.

K. With regard to the sectlon on pro-
posals lacking definite plans for involve-
ment of human subjects, a majority of
respondents oblected to the provision
calling for submission of completed plans
to DHEW for iis prior review &nd ap-
proval. Commentators polnted out the
problems Inherent in delay in the imple-
mentation of short-term projects. and
the problems to be encountered by
DHEW In providing adequate review of
such projerts on s demand basis. Sug-
gestions included: (1) a requirement for
institutional review without submlission
to DHEW: (i) review with notiflication
to DHEW: and (iil} review and submls-
slon of plans to DHEW, such plans o be
implemented if no DHEW objections
were Interposed within 30 days of sub-
misslon.

These comments having been con-
sldered, It 1s concluded that the pronosed
requirement for DHEW review of final
stage plans for previcusly reviewed and
approved proposals s impractieal and
unrealistic. Section 46.13 has been re-
written to require institutional revlew
and approval. and for certification of
such action to DHEW prior to involve-
ment of human subjects.

L. Comments on the requlrements for
organizational and DHEW review of pro-
posed plans to tnvolve human subjects in
activities initially funded with the
understanding that human subjects
would not be involved, were similar Lo
those described in the preceding para-
graphs. Again, respondents objected that
the requirement for DHEW review would
unnecessarily delay research. create un-
necessary paperwork, and rreate sub-
slantial fiseal and administrative bur-
dens. Suggestlons were made for sub-
mission of plans to DHEW, such plans
to be implemented !f no DHEW objec-
tions were interpossd within 30 dovs of
subinlssion.

‘I'ese comments, having been con-
sidered, the Departuient sees no viable
alternative to the rules as nproposed.
Wheee Lhe DHEW i« aware of the intent
to Involve human subjects, as in the type
of proposal desciibed in §4613 1t can
take iuto conslderation the probable
nature of the involvement and the prob-
ahle risks and benefits to the sulilects If
necessoy it may acmiire additlonnsl in-
{ormation prior to review, or mnke any
el npproval contingent on submission
of finnl stape plans. These epportunitics
are not avatlable to DHEW if it is nat
tnformed I advance of potenlial In-
volvement of human subfects.

No changes have been made In § 456,14
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M. In order to emphasize the Secre-
tary's authority to conduct further
evaluation of proposed actlvitles involv-
ing human subjects and to disapprove,
defer, or approve such proposals, and to
fmpose conditions on such approvals,
§ 46 15 has been inserted. The language
of this section is consistent with current
policy In DHEW Grants Adminlstration
Manuzgl Chapter 1-40.

N. Comments on the proposed regula-
tions governing cooperative activities
were In frequent conflict. Alternative
suggestlons Included: (D) changes mak-
ing it possible for e prime contractor or
grantee to assume all responsibility for
the conduct of work by cooperating or-
ganizatlons, (1) changes which would
eliminate all responsibllity by the prime
contractor or grantee for work done by
cooperating organizations, (i) changes
which would dizcourage any requirement
for submisslon for aszsurance by coop-
erating organizatlons, (lv) inclusion of
language lmiting & prime contractor or
grantee responsiblilty for work per-
formed by a subcontractor, (v} Inclusion
of langugrge spelling out the instruments
and documents to be provided by the
cooperating organization, (vl} ellmina-
tlon of any requirement that would re-
quire a domestic contraclor or grantee to
be aware of local laws and community
attitudes in forelgn countries.

The Department having reviewed
these comments, concludes that these
often conflicting sugpestions fail to pro-
vide any better alternatives than the
rezulations as propozed. There appears
to be no recasonable alternatlve to re-
quirinzg the prime contractor to remain
respensible for safeguarding the rights
and wellare of subjects, elther directly
under the provision of his own assuranso,
or through the mechanlsms provided by
assurances submitted by cooperating or-
ganizations, The proposed regulations
permit a contractor or grantee some
flexibllity to meet the requirements of
the policy. The proposed rules are in-
corporated unchanged in § 46.16.

O. Requirements for the submission of
Investigational new diug (INDY numbers
prior to issuance of an an award were
criticlzed on several counts, One re-
spondent felt that the regulations would
make it diflicult if not tmpossible to ob-
tain DHEW support for studies leading
to the development of a new drug. Not
all rompounds requlting IND's are ac-
tual drigs under development, but are
emploved for other purposes. Another
respondent pointed out that the perti-
rent FDA reculations (21 CI'R {30.3(a)
2y make no reference to the IND
number, but 1oguire o 30-day delay pe-
riod prior to use of drugs in humoan
subrects

These conunet:ts having heen consid-
cred, the Depavtment asrees that refer-
ences to the IND number should be
replaced by reference Lo the FDA 30-
day delay requirement. The Departinent
dors not agice that a reguirement for
subimilsion of fdentification on IND's
wonid cause undue delny in studles pre-
limivary to ~ubinlision of an IND exemp-
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tion, =lnce such studies are necessarily
conducted in animal species. Section
46.18 has been altered accordingly.

P. With regard to retentlon of records,
several respondents pointed out conflict
between the proposed requirements for
retentlon of records and recently pub-
Ushed DHEW Administration of Grant
regulations (45 CFR T4). Other com-
ments reflected concern over the con-
fidenttality of information which would
be subject to DHEW inspection.

The Department, having reviewed
these comments, concludes that the rec-
ord retentlon snd Inspection requlre-
ments contained hereln are redundant
and should be deleted. A provision con-
cerning confidentiailty has been added.
The appropriate chanres have been made
in § 46.19,

Q. Comments on the proposed sanc-
tions for noncompliance with provisiona
of this part focused on two 1ssues: (1) the
absence of provisions for due process in
the imposition of sanctions and, (1) ap-
parent Intervention by DHEW in the
employer-employee relationship in pro-
posing to determine that an individual
was no longer eligible to serve in the
capacity of a principal investigator or in
any simllar capacity with respect o a
DHEW grant or contract. Reference wns
made to clause 21 of the “General Pro-
visions for Negotiated Cost-Relmburse-
ment Type Contracts ¢ * *" (HEW 315)
which provides that “the Contractor
agrees to assign (named personnel) ¢ * *
to the performance of work under this
contract: and shall not remove or replace
gny of them * ¢ *.”

The Department has consldered these
comments and has concluded that. ac-
tions under % 46.21¢n), which refers to
applicable grant and procurement regu-
lations, would be subject to due process as
provided for in these regulations. Sec-
tions 46.21 (bY and (c) have been dejeted,
however, and replaced with a new provi-
sion which simply allows the Secretary to
take Into consideration past deficiencles
of an institutlon or Investigator, with
regard to the protectlon of human sub-
fects, In evaluating subsequent applica-
tions from thet institution or involving
that investigator. While it would appear
from review of clause 21 of HEW 315 that
it does not prevent the Department from
effeciing the removal of personnel from
petformance of work under & DHEW
contract, it 1s agreed that the responsible
organization should be a party to the
notiflcation and conference procedures
necessary to the making of any such
decision,

B. Several respondents suggested slg-
nificant ndditions to the policy to provide
among other matters for (i) the estab-
lishment of a Natlonal Commission to
undertake a comprehensive investigation
and stuidy to develop basic ethlcal prin-
ciples and guidelines which should gov-
ern bintmedical ntid behiavioral research,
(ilr a consctence clause, prohibiting
among othier malters, discrimination in
the empioymeut of persons who, beealse
of retizlous heliefs or moral convictions,
perform. or refuse to perform a research
or servive activity prohibited by the en-
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tity on tiie basis of relicious beliefs or
moral canvictions, and tiiit  providing
for the regulation of unapproved uses of
approved drugs,

It 1s concluded that these suggestions
would require changes not properly with-
tn the scope of these regulations and, in
the case of regulation of unapproved
uses of approved drugs, are the subject
of regulations proposed as 37 FR 16503
on August 15, 1572,

5. Addition to the regulations of sec-
tion of “Evaluation and disposition of
assurances™ has made unnecessary an
earlier section on “Implementation and
revision of assurances.” Simlilarly, issu-
ance of 45 CFR 74 has made ulinecessary
the earlier section entitled "Withholding
of funds.”

Efective dut:. This part shall become
eflective on Juiy 1, 1974; Provided, how-
ever, That with respect to programs ad-
ministered by the Office of Education
and the National Institute of Education,
this part shal! become effective upon
adoption or tmplementation in regula~-
tions issued by, respectively, the Com-
missloner of Zducatlon and the Director
of the National Institute of Educatlon,
with the approval of the Secretary of
Health, Education, and Wellare.

Dated: May 22, 1974.
CASPAR W. WEINBERGER,
Secretary.

Accordingly, Subtitle A of Title 45 of
the Code of Federal Regulations s
amended by adding a new Part 48, as
follows:

Sec.

461 Applleabulity

46.2  Pollcy,

40.2 Definltions

464  Submission of assurances.

465  Types of assurances

46.8  Minlmum Tequirements foy generatl
RSSUrances

46.7  Minimum requirements for speclat as.
surnnces

468 Evaluntlon and dlspositlon of assur-
nuces,

469 Obligatlon to obtoln iufurmed con-
sent,  prohibltion of exculpatory
clattses.

4810 Docuinentation ot Informed consent

4811 Certification Ethneral assurances.

4612 Certification, speclal assurances.

48.13 Proposala lacking definlie plans for
involvement of human subjects,

46.14 Proposals submitted with the intent
of not involving human sublects,

4615 Evalualion and disposiiion of propes-
als

4616 Cooprraliyve activities,

46 17 Investigutlonn] new drug 30-day delay
requirement

4G 18 Organizution's Laccutive responsibli-
Ny,

4619 Orpganization's records, confidentlal-
Hy.

462 Reprgts,

4621 Early termination of swirds, evalua-
Hon of sulseuent applications

1622 Cond!tiong

AvTinoriry: 5 US C 401,
§ 16 Applicability.
tat The regulations in this paut are

applieable o al Department of Health,
Edueation, und Welfare grants and con-
teacts supporting research, developinent,
vl related activities in wlhich human
silyeets are Involved,

FEDERAL
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by The Secretary may, from time Lo
Ume, determine in advance whether
specific programs, methods, or proce-
dures to which this part is epplicable
Place subjects at risk as deflned in § 46 3
tb). Surh determinations wilj be puh-
Lished as notices in the FEDERAL REGISTER
and will be included in an appendix to
this part,

$ 1h.2

‘a) Safeguarding the 1ights and wel-
fare of subjects at risk in activities sup-
ported under grants and contracts from
DHEW is prunarily the responsibility of
the organization whirh receives or is ac-
countable to DHEW for the funds
awarded for the suppert of the activity,
In order to provide for the adequate djs-~
charge of this organizational responsi-
bility, it is the policy of DHEW that ne
retlvity Involving human subjects to be
supported by DHEW grants or contracts
shall be undertaken unless a committee
of the organization has reviewed and ap-
proved such activity, and the organiza-
tion has submitted to DHEW a certifi-
cation of such reviewand approval, in ac-
cordance with the requirements of this

Pulivy,

part,
(b) This review shall determine
whether these subjects will be placed at

risk, and, 1f risk is Involved, whether:

(1) The risks to the subject are so
outwelghed by the sum of the benefit to
the subject and the Importance of the
knowledye to be geined as to warrant
a decision to allow the subject to accept
these risks:

(2) the rights and welfare of any such
subjects will be adequately protected;

(3) legally effective informed consent
will be obtained by kdequate and appro-
priate methods in eecordance with the
provisions of this part; and

(4) the conduct of the activity will he
reviewed at timely intervals.

fe) No grant or contract involving hu-
man subjects at risk shall be made to an
Individual unless he is affilfated with or
Sponsared by an organization which can
and does assume responsibility for the
subjects Involved,

§ 16.3  Dchinitions.

{a) “Organization” means any public
or private Institution or agency unclud-
ing Federal, State, and local government
apencies) .

th) “Subject at risk™ means any indj-
vidual who may be exposed to the O3~
sibifly of injury, including physica),
psyehiological, or soclal injury, as a cun-
sequence of participation as a subject In
any research, development. or related ac-
tivity which departs from the applicalion
of thouse established and accepted meth-
ods necessary to meet his needs, or which
inereases the ordinary risks of daily life,
including the recognleed risks inherent

. I a chosen occupation ot field of service.
tcr “Informed consent” imeans the
knowing, consent of an individual or his
legrlly  authorized representative, so
situated as to be able to exercise free
Powrr of choice withayt undue induyre-
ment’ or any element of force, fraud,
decelt, duress, or other form of constraint
or coercion. The basic elements of in-
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formation necessary to such consent in-

clude:

A lair explanation of the proce-
dures to ha ollowed. and thejr purposes,
including Identification of any proce-
dures which are exXperimental;

(2 a description of any attendant
comlorts and risks reasonably to be
bected:

13V a description of any benefits rea-
souably to he expected;

4) u disclosure of any appropriate al-
ternative procedures that might be gd-
vantageous for the subject;

t51 an ofler tg answer any inquirjes
concerning the procedures; ang

6y an Instryction that the person is
free to withdraw his consent and to dis-
continue participation In the profect or
activity at any time without prejudice to
the subject.

td “Secretary™ means the Secretary
of Health, Education and Welflare or BDy
other officer or employee of the Depart-
ment of Health, Education, and Welfare
to whom authority has been delegated,

te) “DREW” means the Department
of Health, Education, and Welfare,

() “Approved assurance” means gz
document that fullfills the requirements
of this part and fs approved by the See-
retary,

(g) “Certification" means the officlal
otganizatlonal notification to DHEW in
accordance with the requirements of this
part that a project or actlvity involving
human subjects at risk has been revtewed
and approved by the organization In pe-
cordance with the “approved assurance"
on file at DHEW.

= “"Legally authorlzed representa.
tive” means an Individuel or judicial or
other body authorized under appijcabl
law to consent on behalf af a prospective

subject to such subject’s participation in

the particular aclivity or procedure,

§46.1  Subniission of assursnces.

(a) Reciplents or Prospective reeipi-
ents of DHEW support under a grant or
tontract involving Bubjects at risk shall
provide written assurance acceptable to
DHEW that they will comply with
DHEW policy as set forth {n this part,
Each assurance shall embody a state-
ment of compliance with DHEW require-
ments for Injtial and continuing commit-
tee review of the supported activitles: a
set of Implementing guidelines, Including
identification of the commilttee ang g
description of its review procedures: or,
in the case of special asssurances con-
cerned with single activities or projects,
& report of initial findings of the coni-
mittee and of Its proftosed continding re-
view pracedures,

(b} Such assurance shall be executed
by an Individual authorized to act for the
organtzation and to assume on behalf of
the organization the obligations tmprosed
by this part, and shall be filed In such
form and manner as the Secretury may
require
§ 1n.3

(a) Generel assuramces. A gelieral
assurance describes the review and Im-
plementation procedures anpplicable to all
DHEW-supported activities cond ucted by

Trpes of nesnrances.
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an organization rezardless of the num-
ber, locatlon. or types of its components
or field activities. General assurances
will be required from organizations hav-
ing & significant number of concurrent
DHEW -supported projects or activities
involving hiunan subjects.

tb) Special pssurences. A special rs-
suratice will, as a rule, describe those re-
view and implementation procedures ap-
plicable to a single activity or project. A
special assurance will not be sollcited or
accepted from an organization which
bas on file with DHEW an approved gen-
eral assurance.

§ 16.6 Minimum requirements for gen-
eral pasvranees,

General assurances shall be submitted
In such form and manner as the Secre-
tary may require. The orgenization must
include, as part of its general assurance,
implementing guidelines that specifically
provide for:

1a)} A stalement of principles which
will govern the organization In the dis-
charge of its responsibilities for protect-
ing the rizhts and welfare of subjects.
This may include appropriate existing
codes or declaratlons, or statements
formulated by the organlzation itself. It
is to be understood that mo such
principles supersede DHEW policy or ap-
plicable law.

tb) A committee or commitlee struc-
ture wlhich will conduct initlal and con-
tinuing reviews in accordance with the
policy cutlined In § 46.2. Such committee
structure or committee shall meet the
following requirements:

t1y Uhe committee must be composed
of not less than five persons with varylng
packerounds to assure complete and ade-
quate review of activities commonly con-
ducted by the organlzation, The commit-
{ee must be suliciently qualified through
the maturity. experience, and expertize
of itx members and diversity of its mem-
bhership lo insure respeet [or Jts advice
angd counse]l for safeguarding the righls
and wellare of human subjects. In addi-
tion o posscosing the professlonal com-
petence nece-~ary to review speclfic ac-
tivitics, the coinmitlee must be able to
ascertain the weceptability of proposals
in 1evins of orpanizational commitments
and 1esnlations, applicable Lew, stand-
atd . ol professional conduet and practlee,
and commnnts attitudes, The cornmit-
tre mu-t theretore include persons whose
cootorns are fn these aeas,

1 The cornenittee meinbers shall be
te o Lified Lo DEHPW by hane; esuned de-
proes, 30 uny: position or occupation; rep-
yee nlalive copacity: amnd by other per-
titsenl ineieations of experience such ns
o wd cetuficaton, heenses, ete, sufli-
chent 1o desonbe each member's chief
sodicipated contrilmtions to commitiee
thisberatlmia. Auy emplovient or other
bt emshitp between each member and
e orapization shall be ddentified. $e.,
Lil-tisme emplayee. part-time emidosce,
member of purerning panel or board.
Pl consudiunt,  unpaid  consulland
Chonees In commltlee membership shall
be reported to DHEW in such form and
at such times ns the Sceretary may re-
Gure.
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(3} No member of a commilittee shall
be Involved in elther the initial or con-
tinuing review of an activlty in which he
has & conflicting Interest, except to pro-
vide Information requested by the com-
mittee,

(4) No commlttee shall consist en-
tirely of persons who are oflicers, em-,
ployees, or agents, of, or are otherwise
pssociated with the orgenization, apart
from their membership on the commit-
tee

15) No committee shall consist en-
tirely of members of a single professtonal
group.

(6) The quorum of the committee shall
be defined, but may o1 no event be less
than a majority of the total membership
duly convened to carry out the commlit-
tee's responsibilities under the terms of
the assurance,

(e) Procedures which the organization
will follow In its initial and continuing
review of proposals and activities.

id) Procedures which the committee
will follow (1) to provide advice and
counsel. fo activity directors and investi-
gators with regard to the committee's
actions, {(2) to Insure prompt reporting to
the commlitee of proposed changes In
an actlvity and of unantlcipated prob-
Iems Involving risk to subjects or others
and (3) to insure that any such prob-
lems, including adverse reactions to bio-
logicals, drugs, radioisotope labelled
drugs, or to medical devices, are
promptly reported to the DHEW.

te) Procedures which the organization
will follow to maintafn an active and
effective committee and to limplement its
recommendations,

§ 16.7 Minimum requirements for spe-
cinl westtranees.,

Specinal azsurances shall be submlitied
in such form and manner as the Secre-
tary may requlre. An acceptable special
assuiance shall:

tar Identlfy the speciflc grant or con-
tract Involved by lts number, I known;
by 1ts full title; and by the name of the
activity ov project dlrector, principal in-
vestizator, fellow. or other person im-
mediately responsible for the conduct of
the activity. The ossurance shall be
signed by the individusl members of a
committee satislying the reguirements
of ¢46.6ib and be endorsed by an ap-
propriate otganizntionad official,

b1 Desenbe the makeup of the com-
mittee and the tramiing, expevience, and
Lackground of its members, as regulred
by £ 466t e2),

1¢) Describe in general terins the visks
{o subjects that the committee recopnlaes
as inherent in the actlvity, and justify its
derision thut these risks are sa out-
weighed by the sum of the benefit to the
subjeet and thie Importance of the knowl-
cdpe 10 be pained as to warrant the com-
mittec’s docision Lo permit the subject
to neeept these risks.

Y Deseribe the infermed conszent
procedures to be used and attach docu-
mentation as required by $ 46 10,

te) Describe procedures whleh the
committee wl'l follow to insure prompt
reporting lo the committece of proposed
chenges In the actlvity and of any un-
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anticlpated problems, lnvolving risks to
subjects or others and to insure that any
such problems, Including adverse re-
actions to biologleals, drugs, radiolsotope
labelled drugs, or to medical devices are
promptly reported to DHEW,

() Indicate at what time Intervals
the committee wll! meet to provide for
continuing review. Buch review must
occur no less than annually,

£46.8 Fvaluation and disposition of
aAspuiransoei.

ta) ANl assurances submitted in nac-
cordance with §§ £6.6 and 46.7 shall be
evaluated by the Becretary through such
officers and employees of the DHEW and
such experts or consultants engaged for
this purpose as he determines to be ap-
propriate. The Secretary's evaluation
shall take into consideration, among
other pertinent factors, the adequacy
of the proposed committee {n the light
of the anticipated scope of the applicant
organization's activities and the types of
subject populations likely to be Invalved,
the appropriateness of the proposed
initial and continuing review procedures
jn the light of the probable risks, and the
size and complexity of the organization.

(b) On tha bhasls of his evaluation of
an assurance pursuant to paragraph (a)
of this sectlon, the Secretary shall (1%
approve, (2) enter into negotlations to
develop a more satisfactory assurance,
or (3 dlsapprove. With respect te op-
proved assurances, the S8ecretary may de-
termine the peried durlng which any
particular assurance or class of assur-
ances shall remain effective or otherwise
condition or restrict his approval. With
respect to negotiations, the Secrelary
may, pending completion of negotiations
for a generanl assurance, require &an orga-
nizatlon otherwise eligible for such an
assurance, to submit speclal assurances.

§ 16,9 Olbligation 1o oblain informed
consent: prohibltion of excalpatory
vlunsca,

Any organization proposing to place
any sublect at risk is obligated to ob-
tain and document legally effective in-
formed conscnt. No such Informed con-
sent, oral or written, obtained under an
assurance provided pursuant to this part
shall Include any exculpatory language
through which thie subject Is made to
waive, or to appear to walve, any of his
lepal rights, including any retease of the
organization or Its agents from Hability
for nepligence.

§ 1610  Docunientation

von~entl.

The actual! procedure utllized in ob-
tatning lepally elfective Informed con-
sent and the basls for comnutice de-
terminations that the procedures are
adequate and appropriate shall be fally
documented, The documentatlon of con-
sent will employ one of the following
thrce forms:

a) Provislon of a written consent
dorurent embodying all of Lhie basle ele-
ments of Informed consent. This may be
read to the subjeet or to his legilly nu-
thorized represeniative, but in any event
he or his legally puthorized repnusenta-

of

informed
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tive must Le yiven ndequate opportunity
to read it. This document s to be signed
by the subject or his legally authorized
representative. Sample coples of the
consent form a&s approved by the com-
mittee are to be retained In its records.

1 Provision of a “short form" writ-
ten consent document indicating that
the basle elements of iInformed consent
have been presented orally to the sub-
Ject or his legally authorized representa-
tive. Written summaries of what is to be
said to the patlent are to be approved by
the committee. The short forin is to be
Slgned by the subject or his legally au-
thorized representative and by an auditor
witness to the oral presentation and to
the subject's signature. A copy of the
approved summary, annotated to show
any addltions, is to be signed by the per-
sons officlally obtaining the consent and
by the auditor witness. Sample coples of
the consent form and of the summaries
25 approved by the comrnittee are to be
retained In its records.

{c) Modification of either of the pri-
mary procedures outlined in paragraphs
tr) and (b) of this section, Granting of
permission to use modified procedures
imposes additional responsibility upon
the review committee and the organiza-
tion to establish: (1) that the risk to
any subject is minimal, (2) that use of
elther of the primary procedures for
obtaining Informed consent would surely
Invalldate obJectives of considerable im-
mediate {mportance, and (3) that any
reasonable alternative means for attain-
ing these objectives would be less advan-
tageous {o the subjects. The committee's
reasons for permitting the use of modi-
fied procedures must be individually and
speclfically documented In the minutes
and in reports of commlttes actions to
the files of the organlzation. AN such
modifications should be regularly recon-
sidered as a functlon of continuing re-
view and as required for annual review,
with documentation of reafMrmation,
revision. or discontinuation, as appropri-
ale.

§I6l)  Certifivation,

UNree,

far Timely revicw. Unless the Secre-
tury otherwise provides, all propasals in-
volving human subjects submitted by
oreanizations” having approved general
Aassurances must be given review and,
when found to involve subject at risk, ap-
proval, prior to submission to DHEW.
In the event the Secretary provides for
the performance of orgablzational re.
vlew of o proposal alter its submisslon
10 DHEW, processing of such proposal by
DHEW wlll under no circumstances be
completed until such organizational re-
view and upproval has been certified.
Unless the orgnnization determines that
human subjects are nol involved. the
proposal ot application should be ap-
pruprintely certified hy the spaces pro-
vided on forms. or ane of Lhe following
cettifications, as approprlate, should be
tvped on the lower or right hand margin
uf the page bearing the name of an of-
fictal authorlzed to siun or execute ap-

general  assue-
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plications or propasals for the organiza-
tion.

Human Subjests: Reviewed, Not at Rlsk,

{date)
Human Subjects: Reviewed, At Risk, Ap-
proved. ...
{date)

{b) Proposals not certified. Proposals
not properly certlfied, or submitted ns
not involving human subjects and found
by the operaling agency to involve hu-
man subjects, will be returned to the or-
ganization concerned.

§16.12
(a) An applicant organization not
having on file with DHEW an approved

general assurance niust submilt for each
application or proposal involving human

Certification, special assurunces,

- subjects a separate speclal assurance and

certificatlon of its review and approval,
(b) Such assurance and certlfication
must be submitted within such time limit
85 the Secretary may speclly. An assur-
ance and certification prepared In ac-
cordance with this part and approved by
DHEW shall be considered to have met
the requirement for certification for the
initial grant or contract pertod con-
cerned. If the terms of the grant or con-
tract recommend additional support
perlods, certification shall be provided
by the organization with applications for
continuation or renewal of support in the
manner prescribed in §46.11(a),

§46.13 Proposuly lacking definite plans
for involvement of human subjects.

Certain types of proposals are sub-
mitted with the knowledge that subjects
are Lo be involved within the support
period, but definlte plans for this in-
volvement would not normally be set
forth in the proposal. These include such
activities as (a) institutional type grants
where selectlon of profects is the re-
sponsibility of the institution, (b} train-
ing grants where training projects re-
main to be selected, and (c) research,
pilot, or developmenta) studies in which
Involvement depends upon such things
as the completion of Instruments, or of
prior animal studies, or upon the purifi-
catlon of compounds. Such proposals
shall be reviewed and certifled in the
Same manner as more definitive pro-
posals. The initlal certification indicates
organizational approval of the applica-
tions as submitted, and commits the
organization to later review of the plans
when completed, Such later review and
certification to the DHEW should be
completed prior to the beginning of the
budget period during which actua! in-
volvement of human subjects is to begin,
Review and certificalton to the DHEW
must in any event be cornpleted prior to
Involvement of human subjects.

§ 1618 Propusals submitted with the in-
tent of not inveling human subjects.

Il a proposal does not anticipate in-
vulving or Intend to involve human sub-
jeets, no certificatlon should be included
with the initial submission of the pro-
posal. In those instances, however, when
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later it becomes appropriate to use all
or part of uwarded funds for one or more
activines which will involve subjects,
each such activity shall be reviewed and
approved in accordance with the assur-
ance of the organization prior to the in-
volvement of subjects. In addition. no
such activity shall be understaken until
the organization has submitted to
DHEW: ta) a certification that the ac-
livity has been reviewed and pproved in
accordance with this part, and (b} & de-
tailed description of the proposed activity
tincluding any protocol or similar docu-
mcenti, Also, where support is provided by
project grants or contracts, subjects shall
not be involved prior to certification and
organlzational recelpt of DHEW ap-
proval and, in the case of contracts, prior
to negotiation and approval of an
emended coniract description of work.

§46.15 Evaluation and dispasition of
proposuls.

{a) Notwithstanding any prior re-
view, approval, and certification by the
organizalion, all grant and contract pro-
posals {nvolving human subjects at risk
submiited to the DHEW shall be evaiu-
ated by the Becretary for compliance
with this part through such officers and
employees of the Department and such
experts or consultants engaged for this
burpose as he determines to be appro-
priate. This evaluation may take into ace
count, among other pertinent factors, the
apparent risks to the subjects, the ade-
quacy of protectlon against these risks,
the potential benefits of the activity to
the subjects and to others, and the im-
portance of the knowledge to be gained.

() Disposition. On the basls of his
evaluation of an application pursuant to
paragraph (a) of this sectlon and sub-
jeet to such approval or recommenda-
tion by or consultation with sppropriate
counclls, commlttees, or other bodies as
may be requirea by law, the Secretary
shall (1) approve, (2) defer for further
evaluation, or (3) disapprove stpport of
the proposed activity in whole or In
part. With respect to any sapproved grant
or contract, the Secretary may impose
conditions, including restrictions on the
use of certaln procedures, or certain
subject groups, or requiring use of specl-
fied safeguards or informed consent pro-
cedures when in his judgment such con-
dillons are necessary for the prolection
of human subjects.

E b6

Cooperative activities are those which
involve organlzations in additlon to the
erantee or prime contractor (such as a
contsaclor under a grantee or a sub-
contractor under a prime contractor),
II. in such instances, the grantee or
brime contractor obtains access to all
or some of the suibjects involved through
one or more cooperating organizations,
the basic DHEW policy applies and the
rantee or prime contractor remains re-
sponsible for sufeguarding the rights
and welfare of the subjects.

1t} Organization with approved gcn-
ceral assurance, Initial and continutug
review by the organization may be car-

Covperative aclivities.
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ried out by one or a combination of
procedures:

t1) Cooperating orpanization with ap-
proved general assurance. When the
coopcrating organlzation has on file with
XHEW an approved general assurance,
the grantee or contractor may, in addi-
tion to its own review, request the coop-
erating orgnlzation to conduct an in-
dependent review and to report its rec-
ommendations on those aspects of the
activity that concern individuals for
whom the cooperatling organization has
responsibility under its own assurance to
the grantee's or contractor’s committee.
The prantee or contractor may, at lis
discretion, concur with or further re-
slrict the 1ecommendations of the co-
operating organization. It Is the respon-
sibility of the girantee or contractor to
maintaln communication with the com-
mittees of the cooperating organizatlon,
However, the cooperating orpanization
shall promptly notify the grantee or con-
tracting organization whenever the
cooperating organization finds the con-
duct of the project or activity within jts
purview unsatisfactory.

12} Cooperating organization with no
approved general assurance, When the
cooperating orpganlzation does not have
an approved general assurance on file
with DHEW, the DHEW may require the
submisslon of a gencral or speclal assur-
nnce which, if approved, will permit the
egrantee or contractor to follow the pro-
cedure outlined in the preceding sub-
paragraph,

32 Interorganizational) joint review,
The grantee or contracting oreanlza-
tion may wish io develop an acveement
with cooperatinng cipanizations to pro-
vide for a review comnmiltee with rep-

resentatives from cooprraling orpaniza- —

tlons, Represcntatives of cooperaling or-
panlzations muy be appolnted as ad hoc
members of the prantce or contracting
orpanlsation's coxisting review commit-
tee or. il cooperation Is on a frequent
or contiouting basts as between a med-
lcal selivol snd o sroup of afliliated hos-
pitals. sppointments [vr extended pe-
rueschs may e miadde. All such coopeintive
artantements must be appoved by
DIHEW n:paat of 2 ceneral assuranee, or
st on anendment to a coperal assurance

th fynenil-ations with specinl assir -
wimcrs Whlie responsibllity for initial
Mkt rontimune 1eview neeessadily lins
with the prantee or centiaetine: orpants
zation, DHEW ey alvo Foguicre ap-
proved asswrinces (rom those conpet ot -
Ine oreanlztions hoving pnmediate re-
st dbitiey for subileets,

Il the cooperatine rsalzation hivs on
file with DUEW S ooppnioneed general as-
smanee, Lhe rnitee or contractor shall
request the cogpenitine ovpaadzation to
conduet fla onn indepondent peview of
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those aspects of Lthe vroject or activity
which will Involve hinman subjects for
which it has responsibility. Such & re-
quest shall be In writing and should pro-
vide for direct notlfication of the
grantee’s or contractor's committee In
the event that the cooperating organiza-
tion's committee finds the conduct of the
aclivity to be unsatlsfactory. If the
cooperating organization does not have
an approved general assurance on flle
with DHEW, it must subm!t to DHEW a
gencral or speefal assurance which is de-
termined by DHEW to comply with the
provisions of this part.

§ 1617  Tuvestigautionud new drug 30-day
delny requirement,

Where an organization Is required to
brepare or to submit a certifleation under
314611, 46.12, 46,13, or 48.14 and the
proposal {nvolves an Investigational new
drug within the meaning of The Food,
Drug, and Cosmetlec Act, the drug shall
be identified In the certification together
with a statement that the 30-day delay
required by 21 CFR 130.3{a)(2) has
elapsed and the Food and Drug Admlin-
istratlon has not, prior to expiration of
such 30-day interval, requested that the
sponsor continue to withheld or to re-
strict use of the drug !n human subjects:
or that the Food and Drug Administra-
tion has waived the 30-day delay require-
ment; provided, however, that in those
cases Iin which the 30-day delay fnterval
has neither expired nor been walved, a
statement shall be forwarded to DHEW
upon such expiration or upon recelpt of a
wiiver. No ceitification shall be con-
sldered acceptable until such statement
has been recefved.

§ 16,18 Orpanization's
rprone-ibsility,

Spectfic executive functions to be con-
duited by the organization Include policy
development and promulgation and con-
tinuing indoctrinatian of personnel. Ap-
proprlate administrative assistance and
support shail be provided for the comniit -
tee’s functions, Nimplementation of the
comumitlee’s recommendations through
appropriate admini-trative action and
followup 15 a couritinn of DHEW an-
proval of &n ascurance. Commitice ap-
provals, favorable actiont, and recem-
mendatines are subject to review and to
disspproval or further resiriction by the
organiamtion  officials., Committee dis-
appnrovals, restrictlons, or conditions
vannat be reselnded or removed except by
tetio ol a conuniltee described in the
assuldtice approved by DHEW.

E 16,19 Organicdion's
dentiadity,

) Coples of all documents prosented
or required for ndtlal aud eontlisulng re-
view Ly the oreanlzation’s review con-
rnatiee, sueh as conenditee minules, rer-

excculine pem

recortds;  confi-

MO, 185-—=THURSDAY, MAY 20

o1ds of sublect’s consent. transmit!=ds en
actions, instructions, and conditions re-
sulting from committee deliberations ad-
dressed to the activity director, are to be
retalned by the organization, subject to
the terms and conditions of grant and
contract awards:

th) Except as olhierwise provided by
law information In the records or pos-
sestlon of an organization acguired in
connection with an actlvity covered by
this part, which information refers to or
can be ldentiffed with a particular sub-
Ject may not be disclosed except:

(1) with the consent of the subject or
his legally authorized representative or:

t2) as may be necessary for the Sec~
retary to carry out his responsibilities
under this part.

§ 16.20

Each organlzatien with an approved
assurance shall provide the Becretary
with such reports and other information
as the Secrelary may from time to time
prescribe,

§ 46.21 Early 1cenvination of awards;
evuluation of subsequent applica.
tiuna,

ta) If, in the judgment of the Secre-
tary an organization has fafled materi-
ally to comply with the terms of this
policy with respect to a partlewlar DHEW
grant or contract, he may require that
sald grant or contract be terminated or
suspended In the manner prescribed in
applicable grant or procurement regula-
tions.

fb) In evaluating proposals or appli-
catlons for support of ectlvitles covered
by this part, the Secretary may take Into
account, In addition to sll other eligi-
bility requirements and program criterla,
such factors es: (1} whether the offeror
or applleant has been subject to & termi-
nation or suspension under paragraph
ta) of this sectlon, (2) whether the of-
feror or applieant or the person who
would direct the scientific and technieal
aspecta of an activity has In the juds-
ment of the Secretary falled materinlly
to discharge his, her, or Its reaponsibilily
for the protection of the rights and wel-
fare of sublecta in his, her, or its eare
twhethier or not DHEW funds were in-
volved:, and ¢3» whether, where past de
ficiencies have existed in Qlscharging
such respancibility, ndcquate steps have
in the judiment ol ilie Sccretary been
taken to eliminate these deflelencies,

§16.22

The Secielary may with respect to any
prant or contract or nnhy clasa of grants
or contracts Impose additional condi-
tions yaior to or at the time of any award
when In his judanient such conditlons
arc nesessary for the protection of hug-
man subjels

(R Dac TE 12269 Filed 5-20-74:8 45 om)
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DEPARTMENT OF HEALTH,
EDUCATION, AND WELFARE

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

In the ¥eperaL REcrsTtzn of May 30,
1974 (39 FR 18914), regulations wete
published as Part 46 of Title 45 of the
Code of Federal Regulations providing
renerally for the protection of human
subjects involved in research, develop-
ment, or related activitles supported by
Department grants or contracts. At that
time it was Indicated that notices of
proposed rulemaking would be developed
concerning minors, fetuses, abortuses,
prisoners, and the institutionalized men-
tally disabled,

Colincidentally with the development
of the notice of proposed rulemaking
set forth below, both Houses of Con-
gress reached agreement oh the "Na-
tional Research Act,” and the President
slgned P.L. 93-348 into law. Among other
things, the Act establishes an eleven-
member Nationzl Comumnission for the
Protection of Human Subjects in Blo~

- medical and Behavioral Research to

#e & & (1) conduct & comprehensive in-
vestization and study to identify the
basic ethicsl principles which should
underlie the conduct of blomedical and
behavioral research Involving human
subjects, (1) develop guidelines which
should be followed in such research to
assure that it 1s conducted in accordance
with such principles, and (ill) make
recommendations to the Secretary (I}
for such administrative action as may
be appropriate to apply such guldellnes
to blomedical and behavioral research
conducted or supported under programs
administered by the Secretary, and (II)
concerning any other matter pertaining
to the protection of human subjects of
biomedical and behavioral research.”

This notice of proposed rulemaking s
published todsy to continue the public
dialogue begun in November 1973 when
the Director of the National Institutes
of Health published draft proposals on
these issues in the FEpERAL REGISTER. The
comments addressed In this preamble are
the result of that issuance.

The comments received as a result of
this notice of proposed rulemaking will
not only assist the Department to de-
velop final regulations but will also be
avallabhle to the Commission for thelr use
during the course of their dellberations
over the next two years.

In the light of the 450 responses re-
ceived as a result of the November issu-
ance, largely from grantee and contrac-
tor organizations, the Department now
proposes ttat, In addition to the protec-
tion afforded generally to all subjects of
research, development, and related ac-
tivities supporied by the Department by
virtue of Part 46, further protective
measures should be provided for those
subjects of research whose capabllity of
providing infornmed consent is or may be
absent or limited.
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This would be accomp!ished by amend-
ing Part 46 to delete § 46.190 through
46.22, redesignating § 46.1 through 46.18
as Subpart A, and adding new Subparts
B through F. If this proposal is accepted,
the regulations would be structured as
follows:

SBubpart A would be the basic regula-
tlon. subsfantially as promiulgaicd on
May 30, 1974. This provides that no activ-
ity involving any human subject at risk
shall be supported by & DHEW grant or
contract unless the applicant or oflering
organization has established an organi-
zational review commliitee which has re-
viewed and approved such actlvity and
submitted to DHEW a certification of
such review and approval, Thls subpart
also provides that all grant and contract
proposals Involving human subjects at
risk are to be additionally evaluated by
the Secretary for compliance with the
requirements of sald subpart.

Subpart B is reserved for a separate,
future proposed rulemaking providing
additional protection for children,

Subpart C as described In the present
proposae'a Tulemaking would call for the
utilization of two speclal mechanisms
for the protection of the pregnant woman
and unborn_child or félls, where the
pregnant woman participates In a re-
search, development, or related activity,
While these mechanisms are designed to
allow sufficlent flexibility for the pursuit
of new Information about the perinatal
process, they are also designed to provide
additional safeguards to assure that the
research §s acceptable from an ethical
standpoint.

Subpart D as described in the present
proposed rilemaking would give added
responsibilities to an organlzational re-
view committee where the contemplated
research would involve prisoners as sub-
jects and also would require In such in-
stances that a consent commibiee b2 es-
tablished to sipérvise the selectlon and
particlpation of prisoners in the re-
search. Prisoner groups are particularly
valuable in properly conducted clinifcal
trials since they provide a stable subject
population which can be followed over a
period of weeks or months rather than
days or hours. From the point of view of
the prisoner subject, participation in re-
search offers an opportunity to make a
contribution to soclety and to provide an
income, much as cther jobs In prizon do.
Nevertheless, the dangers of abuse of
prisoncrs’ rights are obvious. For this
reason, Lthe proposed rulemaking calls
for additional safeguards for the rlghts
of prisoners whose capability to provide
informed consent may be affected by the
very fact of thelr Incarceration.

Subpart E as descyibed in the present
proposed rulemaking offers additional
protections for the rights of the mentally
11l the mentally retarded, the €motion-
ally distibed, ang Uidienile who are
confined to mstitutlons, whetlier by vol-
untary or inveluntary commitment. Such
persons, by the very nature of thelr dis-
abilitles, miay be soverely lmitzd in their
capnclty to provide informed consent to
thelr participation In resrreh, At the
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same lime, the nature of thelr dlsabili-
tles requires extensive research efforts
to the study of the etlology, pathogenesis,
and therapy of thelr conditions. The pro-
posed rulemaking limits the research in
which such subjetts may be allowed to
participate to that which 1s most likely
to be of assistance to them or to persons
simtlarly disabled.

In developing the present proposed
rulemaking, the Department has taken
into consideration the public’s comments
relevant to certain parts of the Introduc-
tion, Definitlon, and General Policy 8ec-
tions of the draft regulations published
at 39 FR 13814, November 16, 1973, as
well as to the draft regulations them-
selves. The major comments, and the De-
pariment’s present proposals, are as
follows:

INTRODUCTION, (GENERAL POLICY
CONSIDERATIONS

A. Commentators suggested, in several
different contexts, that the regulations
should (1) apply to all research, regard-
less of the degree of risk or academie dis-
cipiine concerned, and (1) provide for
the excluslon of certain types of research,
partdcularly behavioral and social sclence
research as distinguished from biomedi-
cal research.

The Department, having considered
these comments, notes that the applica-
bility provisions of the basic regulations
(45 CFR 46.1) permit the Secretary to
determine whether specific programs
place sublects at risk. Such determina-
tion Is to be made only after careful study
and publication in the ¥Eperat. RECISTER,
providing an opportunity for conunent on
the merits of ench determination. With
respect to research in the soclal sclences,
the Department has already indicated
its Intentlon of tssuing public rulemsking
on this raatier (see 39 FR 18914, para-
graph A),

B. Comments also included suggestions
that regulations should be proposed spe-
cifically dealing with activitles involv-
jnog atudents, laboratory employees,
seriously ill or terminal patients, the non-
Institutionalized mentally disabled, and
other speclal groups.

The Department conslders that any
abuses relating to these groups are less
evident and that they are afforded the
protection of the existing regulations
pubiished in 39 PR 18914,

C. Several comments sugpested the
provision of additlonal guldelines with
respect to the distinction belween estab-
lished and accepted methods on the one
hand and experimental procedures on the
other.

While the Department recognizes the
theoretical desirability of such guide-
lines, and that the practical necessity of
making sach a distinction is arlsing with
ncreasing frequency, the feasibility of
making this distinction onn a generallzed
basts has yet to be demonstrated. At the
moment a regulatory approach to this
isena doeanot appenr justifled.

D. It was suggested that all meetings
of organizational review committees and
simflar groups established pursuant to
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these regulations shoulg be open to the
publie.

The Department notes that since the
Purpose of these comumitttees Is, for the
most part, to advise with respect to the
conduct of individuaj projects and pro-
Posals by individual 1mestigators. a
blanket provision to this effect would
appear ta be inconsistent wlth the need
Lo protect the confidentiality of the pro-
ceedings and rectords of institutional re-
vivw and evalua tion committees.

DerinNITIONS

A. Cumn.ents on the definition of
‘Subject at Risk” suggested changes in

language that would (i) limit the con-
ceprt of risk to that encountered only in
atlastion to that nornally experienced,
tii} ellminate demonstration projects as
a possible source of risx, since these are
nominally limited to application of estgp-
lished and accepted methods, (iii) spe-
cifically identify failure to maintain con-
fidentiality as a source of risk, and (iv)
provide a mechanism for identifying ac-
tivitles essentially free of risk.

These comments are similar to those
made with respect to the saine definition
as Incorporated in an earlier proposed
rulemaking (38 FR 27882). In respond-
ing to the criticism, the Department has
already (1) redefined “Subject at Risk”
In 45 CFR 46.3(b) s0 as to

ordinary risks of daily life or the recog-
nized risks Inherent in a chosen occupa-
tlon or field of service, (il) substituted
in 45 CFR 46.1(a) the term “develop-
ment”’ for “demonstration,” (i) pro-
vded in 45 CFR  46.19(b) specific
Protubiiens agaanst distlosures of Infor-
P 3ton whaoh relers to or can be identi-
el witn & faoticular subject, and (v}
Brovided in 5 CFR 46.1(h) authority
2ar determination  in advance as to
whether a particular Federal program
@ un anvestigational method or proce-
ditre may place subjects at risk.

B. Comments on the definition of
“Clinical Researeh” suggested Inclusion
In said definition of the behavioral as-
pects of research and facets of medical
research necessarily concetned with
diagnosis and other nonetherapeytic
aspects of research,

Since the term “eliniczal research”
does not occur in the present rulemak-
ing, the Department reserves its opinion
with respect to these Sugrestions, How-
ever, the proposed regulations are appli-
cable to all departmenty) resedrch, devel-
opment, and related activities except
with respect to Subpart C, where appli-
cability  is  limiteg Lo “hiomedica
research® (3§ 46 303 by ).

€. Comments on “Informed Consent”
suggested the addition of language con-
cerning tir ful) and complete disclosure,
Q1) the likehhood of success or failure
of the experiment, (jil) the use of place-
bos or other control procedures, (iy)
provision of information as to the prog-
ress of the research, (v) bublication of
names of ail Persons, Institutions, and
review committeas involved In approvat
of consent procedures, (vi) Frovision of
Icgal ecoungel ang technicss advice, and
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(vil} assurance that tlie subject com.
prehends the disclosure,

The Department, beving considered
these comments, noles that “Informed
Consent” is bresently defined In 45 CFR
46.3(¢) and not in the present proposad
rulemaking. With respect to the specific
suggestions the Departinent notes that:
as far as ) {5 conceined, the reg-
ulations already call for a “fajr explana-
tion" of the procedures and a description
of risks and benefits reasonably to be
eXxpected; (ii) reflects a basic misunder-
standing of the experimental process
which begins, essentially, with the com-
parison of two or more
dures, or modalities on

risk of benefit
Involved; and (v) touches on the subject
of & possible future broposed rulemaking
and the Department reserves its options
for the present, The suggestion in (vl)
1s met In part by the proposals in the
present proposed rulemaking to employ
consent committees to advise potential
subjects. The last suggestion (vii) goes
beyond requirements for informed con-
sent as they have generally been articy-
lated by the courts.

D. Comments galso included sugges-
tions for the Inclusion of additional defi-
nitions of (i) Institutions, cfi) Legal
Guardian, i) Organizational Review
Committee, (iv) Institutionalized Mep-
tally Infirm, and (v) Children (with re-
gard to age of consent), Parents, and
Father. -

The Department, having reviewed
these comments, notes that (i} "Organi-
zation" is defineq for the purpose of
these regulations lo include “institu-
tions” at 45 CFR 46.3() ; (i) “Legally
authorized representative” is defined for
the purpose of these regualtions to in-
clude legal guardian at 45 CFR 45 3th);
(i1} the definition of “organizationa) re-
view committee” js implicit in 45 CFR
46.6; (iv) “Institutionalizeq mentally
disabled" has been defined in the pres-
ent proposed rulemaking at 46.503(d)
to meet the suggestion; and (v) definj.
tionn of “Children,” "Parents," and
“Father" will be reconsidered prior to
the issuance of a future rulemaking eoy-
ering research on children.

E. Several commentators criticized
Provisions of the draft policy that wouid
have reqguired that activities to be coi-
ducted outside the U.aited States satisfy
all requirements of the Departments yef-
ulations ineluding tk; »5¢ based on ethieal
concepls peculiar to the Judeo-Christian
moral heritage or to Inglish eommon
law. It was noted that this woulg create
substantial problems for United Siates
investipators working ovorseas since
these concepts are of ten inconsistent if
not in conflict with rormal, ethical, and
Jegal concepts In cecterin foreign coun-
trics. For the same TE 5018, it was argued
that these provision- would create prob-
lems for United S.a° s villzens avsiznegd,
detaijed, seconded, oi reting as consilt-
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ants to internationa] organizations or to
foreign governmental op brivate instj-
tutions.

Having considered these objections, the
Department proposes to retaln the bBasic
concept that activitieg supported by
bartmental funds should, in generﬁ-—a&
subject to q uniform ethicn] policy
wherever they are conducted, but o per-
mit the Secretury to modify consent pro-
cedures If it can he demonstrated to his
satisfaction that such procedures, as
modified, are acceptable under the legal,
social, and ethical standards of .}e locale
in  which the activities are o be
rerforimed.

Fetuses, ABORTUSES,
WoMEN

Since cominents on the draft provi-
slons in 38 CFR 31138 providing addi-
tional protections for fetuses, ebortuses,
in vitro fertilization, and pregnant wom-
en were integrated with those on chil-
dren, it is difficult to ldentity the com-
munications specifically concerned with
these subjects. However, it is estimated
that the majority of the more than 400
letters received on research with chijl-
dren, born and unborn, touched on one
Or maore aspects of research with fetuses,
abortuses, and pregnant women,

A. A large number of respondents dis-
agreed entirely with the idea of permit-
ting research with the felus, with the
abortus (whether living or dead), or with
the pregnant women if the research
might conceivably endanger the fetus.

The Department, having carefully con-
sidered these comments and similar pro-
posals reflected in general correspong
ence end in articles in the public me

AND PREGNANTY

(1
3

hotes that their adoption would serfousy

hamper the development of needed im-
provements in the health care of tlie
pregnant woman, the fetus, and the new-
born, The Opposition to research involve-
ment of the fetus and abortus appears
to be based in part on the assumption
that the needed information can be ob-
tained through research with animal spe-
cies or with aduits. Unfortunately, these
assumptions are not valid, While much
useful research can be conducted in anf-
mals, differences in species are nevarthe-
less so great that any vresearch finding
In nonhwnan species must ultimately be
repeated In man before its grueral ap-
plication in human medicine. In addi-
tion, the fetus ang the newborn are not
small adults, They suffer from some cis-
Casts not encountered in the adult, They
may react differently to the diseasds
colmunonly atfecting both adult and
young, and they may have a different
reipmnse to the same treatment, both
willl regard to itg effectiveness and to
its safety. The Lepartment therefore
rroposes that (i) the ethical probity of
any apulication or propoesal for the sup-
port of any activity covered by subpart
C be reviewed by an Ethical Advisory
Board as described in §$46.304, and (jj)
tive conduct of any such activity sup-
poited by the Department be subject to
oversight and monitoring by a consent
cainmittee as desoribed in § 43.305.
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B. Opinion was divided as to the need
for an Ethleal Advisory Board. Many
respondents called 1t a welcome addi-
tion In the review process. Others felt
that 1t would duplicate the function of
the local organizational review commlittee
and that its existence would encourage
the organizational review committee to
be less critical and would impose an addi-
tional roadblock that would delay or pro-
hibit important research while needlessly
consuming time, energy, and money, and
posing potential danger to & patient wait-
ing for treatment. Complaints were
volced that such decisions should be made
locally, not in Washington, and that the
investigator should be able to present
his case In person. Numerous comments
suggested that the Board's function
should be limited to advising on policy,
guldelines, or procedures, and not be
concerned with the review of Individual
projects. This would avoid duplicating
the functlon of the organizational review
committee. Others stuggested that the
Ethical Advisory Board should serve as
an appesal body from the organizational
review committee.

There were alsc humerous comments
to the effect that it 1s unwise and im-
possible to totally separate ethical and
sclentific review. Approval based only on
ethics would be unethical if the sclence
were bad. Both should be reviewed
Jointly.

The Department, having reviewed
these comments, concludes that Ethical
Advisory Board remalns, In concept, a
useful addition to the review process. It
does not duplicate the functions of the
local organizational review comumittee,
since the latter is primarily concerned
with matters of organizational regula-
tions, local standards of professional
practice, applicable law within its juris-
diction, and local community attitudes.
The Ethical Advisory Board wlll be pri-
marily concerned with similar issues at
the natlonal level. Applications and pro-
posals should be capable of passing
scrutiny at both levels. It is therefore
proposed that the Ethical Advisory Board
be retnlned as part of the additional
protection mechanism,

Specific comments regarding the
establishment of an Ethical Advisory
Board touched principally on (i) the pos-
sibillty that appointment of members
at an agency level might lead to "loaded™
Boards, while appointment at a higher
level, Le, by a joint Congressional com-
mittee or by independent outside bodics,
might produce n more obiective group,
and (i dizagreement as to the proper
balance between scientist and nonacien-
tist members, with a majority of the
commentators suggesting that more than
one-thitd of the memhers should have
the scientific coxpertise necessary Lo
identify risks and their possible conse-
quences. It was specifically surgested that
different sizes, compositions. and admin-
tstrative locations of the Board be tried
before selecting a final mechanism. In
addition, it was suggested (iii) that a
fifteen membcer Bonrd was too large, 7iv)
that all members be human gencticiats,
(v) that at least one member be a psy-
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chologist, if behavioral Issues were to be
considered, (vl) that there be an absolute
ban on departmental agenicy employees,
{vli) that all proceedings be confldential,
(viil) that all meetings be open to the
public, and (Ix) that an appeal mecha-
nism be established.

The Department, having considered
these views, proposes that while an Eth-
ical Advisory Board to deal with blo-
medlcal research Involving rfetuses,
abortuses, pregnant women, and in pitro
fertilization might logically be estab-
lished at the National Instltutes of
Hesalth, (1) the power of appolntment
should be reserved to the Secretary, (i)
while the membership should include re-
search sclentists, physiclans, lawyers,
clergy or ethicists, and representatives of
the general public, the balance between
callings should rest with the Secretary
as should also (iil) the number of mem-
bers, so that the membership (ly, v} can
be adjusted to the necds of the Board
283 the workload and the Issues before it
dictate. ‘The specific suggestion (see vi)
that departmental agency employees he
excluded 15 adopted and expanded to in-
clude all full-time employees of the Fed-
eral Government. The decislons with re-
gard to suggestions (vil) and (viil) will
be governed by the provisions of the
Federal Advisory Committee Act which
generally require that meetings of siml-
lar advisory groups be open to the public
for the purposes of policy discussion, buf
closed and confldential for the purpose
of review of specific opplications and
proposals. Since the Board will he ad-
visory to funding agencies, the final ac-
tion will be that of existing.awarding
anthorities, and appeal mechanisms (ix)
will be provided only to the extent avalil-
able under other existing departmental
regulations and policles. These proposals
are incorporated into § 46.304.

C. A number of respondents recom-
mended that the policy governing in
vitro fertilization be strengthened, on the
one hand, or liberalized, on the other. The
Department has considered these recom-
mendatlons, and has provisionally choszen
not to stipulate at this time protec
tions for the product of in vitro fertiliza-
tion which is not implanted, but rather
to leave that series of Issues to the Ethi-
cal Advisory Board eslahlished under
§ 46.304(a), The Board will be required
to weigh, with respect to speclfic re-
search proposals, the state of the art,
legal i~sues, community standards, and
the availability of guidelines to povern
each research situation.

Because biomedical recenrch is nnt vet
near the point of being ~hle to maintain
for a substantial period the non-
implanted product of in vitro fertiliza-
tion, no clear and present danger arises
from not stipulating in these regulations
the protections for it. Given the siate of
the research, we belleve that such stipu-
Iation would be premature.

It is the Department’s intent that the
definition of the term “felus™ (5 46 303
(d)) be construed to facampnss both
the pieduct of in tira conceptlon and
the neoduct of i tifvo fertlization which
15 subscquently implanted In the donor
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of the ovum, Whatever the nature of the
conception process, it is intended that
ppon implantation the protectlons of
subpart C apply to all fetuses. It Is only
with respect to the protections available
to the non-linplanted product of in
titro fertilization that the regulations
are sllent.

With respect to the ferfllization of
human ova in vitro, it Is expected that
the Board will consider the extent to
which current technology permlits the
continued development of such ova, as
well as the legal and ethical issues sur-
rounding the initiation and disposition
of the products of such research.

With respect to implantation of fer-
tillzed human ovsa, It is expected that
the Board will conslaer such factors as
the safety of the technique (with respect
to offspring) as demonstrated in animal
studies, and clarification of the lepal
responsibllities of the donor and recipi-
ent parent(s) as well as the research
personnel.

Since the Department does reserve
the optlon of later specifylng such pro-
tections by regulation, we invite com-
ment on the question of appropriate
regulations In the future.

D. The draft proposals Included e
suggestion for the establishment of a
protectlon committee which ellcited nu-
merous comments that the use of the
term “protection committee” implies th-t
the Department recognlzes a clear, pres-
ent need for protection against the in-
vestigator, the uncertain relation of this
committee to the organizational review
committee, and the uniform need for
and desirabillty for such protection.

Having reviewed these comments, the
Department proposes an extensive revi.
sion in this innovatlive concept. Initially,
it acknowledges that the term “protec-
tion committee” is pejorative and pro-
poses the term “consent committee” as
more appropriate and consistent with
the primary purpose of such bodies. Fur-
ther, it proposes ta eliminate specific re-
quirements for the size and composition
of such committees. Instead, applicants
and offerors are to propose the estab-
lishment of such & committee, specifying
its size, composition, and rules of proce-
dure. In addition, where the applicant
or offeror believes that the activity in-
volves only negligible risks, it may ask
the Secretary to walve or modify the re-
quirement for a consent committee, All
proposals for the establishment, medi-
fication, or walver of a consent commit-
ter shall be subject to review and
approval at the local level by the or-
ganizational review committee and at
the departmental level hy the Ethical
Advisory Board, The Ethical Advisory
Board may prescribe additional duties
for the consent conunittee. These
chanpres are incorporated In § 46.305. In
view of this drastic change in concept
of the conunittce, detafled discussion of
the many excellent and often thought-
provoking comments concerncd with
delnlls of the orlginal draft secins

Inappropriate.
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E. Many critical comments were ad-
dressed to tne definitions used in this
subpart, specifically:

1. “Pregnancy.” It was suggested that
pregnancy should he defined (i) con-
ceptually to begin at the time of fertil-
1zation of the ovum, and (i} operation-
ally by actual test unless the woman has
been surgically rendered incapable of
pregnancy

While the Dapariment has no argu-
ment with the conceptual definition as
proposed above, it sees no way of hasing
regulations on the concept. Rather, in
order to provide an adwministerable pol-
icy, the definition must be based con
existing medical technology which per-
mits confirmation of pregnancy. This
arproach i3 reftected by 3§ 46.303(c).

2. "Viability of the Fetus". Many rec-
ommendatlons were recelved concerning
the definition of viability of the fetus
after premature delivery or abortion.
Some respondents urged that presence
of fetal heartbeat be definitive (whether
or not there is respiration) while others
urged that identifiable cortical sctivity
be specified as an alternative sipn of
viability. The Department has concluded
that the issue of viability s a function
of technological advance, and therefore
must be declded with reference to the
medical realities of the present time. We
reserve the option of redefining the pa-
rameters as conditions warrant.

Only upon the hasls of & definition
which 1s both precise and consistent with
current medical capability can i regula-
tion realistically be interpreted and en-
forced. Current technology is such that
a fetus, glven the benefit of available
medizal therapy, cannot survive unless
the lungs can be inflated so that respira-
tion can take place. Without this capa-
bility, even §f the heart is beating, the
fetus is nonviable. In the future, if tech-
nology has advanced to the peint of sus-
taining a fetus with non-inflatable Iungs,
the definition can and should be modifed.

The Department has therefore chosen
to specify, in the definition of viability
of the fetus (§ 46.303¢e)), that heart
beat and respiration are, jeintly, to be
the indicator of viability,

3. "Abortus.” Various comments noted
that this definitlon is more restrictive
than the usual medical definition of the
abortus as & “norsiable fetus,” and suu-
gested substiiution of the broader
definition.

The Deparim ent proposes to retain the
original definizicn for the puiposes of
these regulations ‘There is general agree-
ment that there are distinet ethical prob-
lems invelved i, decisions concerning
research use of tl}e intact fetus, or use
of orians or fi=:ues obtaimed from a ietus
that has dird ‘n wiero or froin an ahortus
at autopsy. The+ definition recurs with
minor editorial ehanges in § 46.303¢f).

F. Several comments were critical of
the draft regulation’s provisions limiting
activities invoiving pregnant women 1o
those not adversely affecting the fetus,
except wheie the primary purpose of tile
aclivity was to benent the fetus. Tt was
suggested that tle vegulations 1) should
contain lansuoge permitting exceptions
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for research necessary to meet the health
needs of the mother, and (ii) should
grant the right to particlpate in research
aimed at Improvement of methods of
abortion, birth control, and genctic
intervention.

‘The Department concurs with the first
suggestion, (i), and proposes that the
rcgulations permit research whose pri-
mary interest is to benefit the particnluy
fetus or to respond to the health needs
of the pregnant woman, It does not fully
accept the second suggestion, (i), and
propeses that the regulations permit
fetal research concerned with diagnosis
end prevention of perinatal disease, and
to offset the effects of genetic abnormal-
ity or congenital Injury, but only when
such research is done as part of a pro-
cedire properly performed to terminate
& pregnancy, These changes are incor-
porated into § 46.308(a), The Depart-
ment has tentatively concluded that
consideration of risk vs. benefit with re-
spect to fetal research does not seem to
be appropriate. .

G. Draft regulation provisions re-
quired maternal consent and the consent
of the father if he were available and
capable of participating in the consent
process. This provision was strongly
criticized on the grounds that it could
permit the father of the fetus to deny
needed health care to the woman or to
the fetus even though he had no marital
obligations, and that i might result in
undue delay in the dellvery of health
care. It was also pointed out that the
regulation did not touch on the question
of the validity of consent by a pregnant
minor.

The Department agrees. It is now pro-
posed that paternal consent be sought
only if the activity is not responding to
the health needs of the pregnant woman
and the father is reasonably available.
These changes are reflected by
£ 46.306(h).

H. The Department has provisionally
chosen, in § 46.306(a), to permit research
to be undertaken from which there will
be risk of harm to the fetus if such
research Is conducted as part of the abor-
tion procedure. This deeision, upon
which we Invite comment, has been made
in the expectation that such research
may produce new technology which will
enable countless premature infants to
live who now cannoet.

It is not intended that this provision
be construed to permit fetal rezearch in
anticipation of abortion prior to the com-
mencement of the termination proeedure
itself.

‘While it is true Jhat the class of fetuses
for whom abortion is conteinplated will
be placed at greater research: risk thon
all fetuses in general, such risk can arise
only after implementation of the double
safeguard of parental conzent to the con-
templated abortion, and second parental
consent to the research procedure itself,

I. Comments regarding activities in-
volving the abortns were concerned with
the issue of maintaining vital functions
and signs. It was argued that matntain-
iig vital functiors at the level of the
orean, tissue, or cell is essential to studies
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and involves no prolongation of the dying
of the abortus. At the same time, it was
argued that termination of thie heart beat
should not be prohibited since temporary
cardiac arrest has proved essential in the
development of surgleal techniques ne
essary to correct congenital heart defd i

Neither of these objections app
valid and no significant changes In
§ 46.307 are proposed. However, In order
to emphasize ngain the distinction be-
tween research with the whole fetus or
abortus, functioning as an organism with
detectable vital signs, and with the dead
fetus or abortus, the Department has
added § 46 308, concerning actlvities in-
volving a dead fetus or abortus, and
§ 46.309, concerning the ebortus as an
organ or tissue donor. Also § 46.307(d)
has been expanded to permit the artifi-
cial maintenance of vital functlons of an
abortus where the purpose is to develop
new methods for enabling the abortus to
survive to the point of viability,

The Department feels that there is evi-
dent distinction between *“‘termination”
and “arrest” of the clinical signs as ap-
plied to the fetus or premature infant,
but that no such distinctlon is valld or
applicable where the aborius is con-
cerned,

PrisoNERs

Porty-seven responses spoke to the pro-
visions regarding additional protection
for prisoners involved as subfects. Of
these, two were from individuals identi-
Iying themselves as prisoners, seven
were from State correctional instltutions
or State agencies, and four were from
representatives of the pharmaceutical
industry,

A. In comments Jirected at the over |

nature of the draft regulations providirg”
additional protection for prisoners, ap-

proximately equal numbers of respond-

ents (1) denied that any significant addi-

tions were necessary, and (ii) proposed

eithier the exclusion of prisoners from

any research or experimentation not in-

lended for the personal benefit of a

prisoner, or highly restrictive regulations

to accomplish the same purpose.

The Department, having reviewed these
comments, has not been persuaded that
any change should be made In the inltial
proposal,

B A number of comments were con-
cerned with the relationship between the
existing organizational review commit-
tees and the proposed Protection Com-
mittee, It was pointed out by several that,
as proposed, the two committees would
hot only have overlapping functions and
authority but could operate independent-
Iy of each other with conflicting direc-
tives and objectives that would not
practicably provide additional protec-
tion of prisoners used as subjects.

The Department, recognizing the im-
portance of preserving the authority of
the organizational review committee as
the primary institutional focus for the
implementation of the Department of
Health, Educttion, and Welfare regula-
tions, proposes to assign to the organiza-
tional review committee the additional
duties speeified under § 46.40402),

1
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A committee auxiliary to the organiza-
tional review committee, now destgnated
the consent committee, will have the
character and responsibilities specified In
t 46 406. In keeping with this modified
position it should be noted that when the
crganizational review committee deter-
mines that an activity would involve no
sk or megligible risk to any prisoner
while serving as 2 subject, the organiza-
tlon may reguest the Secretary to con-
sider a modification or walver of the re-
quirement for a consent committee.

C. Comments on the proposed prohibi-
tion of research involvement of persons
awalting arraignment, trial, or sentenc-
ing expressed doubts that these individ-
uals should be denied the benefits of in-
novative procedures. particularly those
concerned with sociological research.

The Department agrees that the uni-
form exclusion of any such person from
research should not be mandatory and
proposes to permit his participation inan
activity as & subject when the risk is
neglizible and the intent of the activity
is therapeutic for him or relates to the
pature of his confinement. This modifl-
cation is {ncorporated into § 46.408.

D. The draft requirement for DHEW
acereditation of prison facilitles as sites
for the performance of research, de-
velopment, and related activities involv-
ing prisoner subjects was severely criti-
cized, principally because of the jurisdic-
tional problems inherent in any attempt
o impose a Federal regulatory require-
ment on an autonomous State facility.

The Department concludes that this
draft proposal was 111-advised. However,
in order to attaln the objective on an
activity basis, certaln specific prerequi="
sites for the protection of prisoner sub-
Jects within facilities have been added
to §46.404(a) to properly relate condl-
tions In a facility to the issue of undue
jnducements to participation by pris-
oners as subjects in an activity.

MEeRTALLY DISABLED

Over 40 of the responses spoke directly
to the section of the drait concerned with
the “mentally infirm.” Many of these ob-
jected initialiy to the use of the word
“infirm” &s reflecting an antiquated
notion of mental illness.

The Department agrees, and proposes
to substitute “disabled” for “infirm,”
though noting that there is no clearly
preferabile collective term for the groups
described.

A. Comments on the purpose of this
section expressed satisfaction with the
intent to provide additional protection
for this group but dissatisfaction with
the actual language employed Specifi-
eally, they noted that not institutional-
jzation but rather the limitation of per-
sonal rights and freedom imposed by In-
stitutionalization is the determining
issue. Similarly, it is not only the poten-
tial subject's difficulty in comprehending
risks that is at issue, but his ability to
comprehend generally.

The Department conours. Proposed
changes in language are hicorporated In
§ 4652,
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B. Many of the respondents objected
to one or more of the defnitions peculiar
to this subpart. The criticisms and the
Department’s proposed changes are as
follows:

1. “Mentally infirm.” In addition to
requesting substitution of another term
for "inflrm,” respondents relsed confiict-
ing objections to the definition's cover-
age. Some felt- that 1t was overly In-
clusive; others felt it was too narrow.
Some felt that epileptics should be
specificaily included, as well as those who
are temporarily or permanently mentally
incapacitated as a result of a physical
condition such s stroke, brain damege,
trauma, ete.

The Department, having carefully re-
viewed these comments, proposes no
pasic change In the definition. It concurs
with many reviewers in the opinion that
the definition 1s broad enough to include
any category of subjects proposed for
specific addition. Minor editorial changes
have been made in § 46.503(b).

2 vInstitutionalized.” Commentators
noted that (D) the regulations should
cover all mentally disabled persons
regardless of tnstitutionalization, (i) not
all involuntary commitments are by
order of a court, (i) the draft refers to
wresidence” and “confinement” in similar
contexts, though the terms do not carry
the same connotation, and (iv) the de-
finition does not specify halfway houses,
lodges, day/night hospitals, nursing
homes, and psychiatric wards of hos-
pitals as places where subjects might be
institutionalized.

The Department notes that (i) the
non-institutionalized mentally disabled
are covered by the existing regulations
published ns 39 FR 18914 and need not
be included under these addltional pro-
tections. Such individuals are not neces-
sarily subject to all limitations on their
freedom and rights as described in
5 46502 of thls proposed rulemaking.
Consideration will be given, however, to
dealing with the noninstitutionalized
lezally incompetent who are mentally
disabled in a subseguent notice of pro-
posed rulemaking. With regard to (i),
the implication tho’ court orders, are
the sole basls for involuntary confine-
ment is incorrect and should be removed
Editorial changes have been made in
8 46.503 to emphasize that concern there-
in is with those "* * * confined * R
in a residential institution * * *" (see
iii) and, in order to designate the type
of Institutions concerned (see ivy, It Is
proposed to separately define “Institu-
tionalized mentally disabled individuals”
in § 46.503 to inclure examples of such
institutions. These changes arc incor-
porated in § 46.503(¢) and § 46.503/d?.

C. While maost respondents endorscd
ihe intent of the dralt limitatious o
activities Involving the {nstitutionalized
mentally disabled, there were several
specific criticisms of the terms uscd.
Several persons suggested that any limi-
tation of research to that related to a
particular subjact’y “Impairment”  be
worded so as to inc ude any illne=s from
which the person s “llers so that, for ¢x-

ample, an institutionatized mentally dis-
abled person with cancer could not be
dented the benefits of research in cancer
therapy.

PFurther, this limitation could exclude
the use of suct subjects as controls in
research which might benefit those
suffering from a mental disability other
than the speciflc one from which o
particular subject suffers. Still further,
mentally disabled people should be in-
volved as subjects In research on infirml-
ties other than their own because of lack
of knowledge of the causes of mental and
emotlonal disorders.

Many respondents felt that there was
fnadequate recognition of the rieed for
research with the mentally disahled on
basle psychological processes (€.g., learn~
ing, perception, and cognitive functions)
which are fundamental to the study of
the treatment, etlology, pathogenesls,
prevention, and treatment of such dis-
abilities.

The Department agrees that the lan-
puage of the draft limiting research to
the disease entities affecting individual
subjects is probably not in the interests
of the institutionalized mentally disabled
as o class, The Department does not
agree that it would be appropriate to
permit this class of subjects to be in-
volved in research unrelated to the
causes, nature, or circumstances of their
institutionglizatlon. While there are
possible disadvantages to the institution-
alized mentally disabled Inherent in this
restriction, the possible risks of using
the mentally disabled In such research
outwelgh its advantages. The proposed
changes are incorporated in § 46.504(a).
Fdltorial changes are refiected In § 46.504
(b) and § 46.504(c).

D. Criticlsms of the draft’s suggestion
of the establishment or a protection com-
mittee In connection with each activity
conducted In an institution for the men-
tally retarded were similar to those aimed
at the protection committee to be estab-
lished In connection with research on the
pregnant woman and on the fetus. ‘The
Department proposes to change the title
of the committes to “consent committee™
and to change the regulations governing
size, composition, and operating rules
to conform to those previously described
for § 46.305. Such changes are incorpo-
rated in § 46.506.

E. With respect to §46.603(b), the
Department reserves the right to amend
this section !f legislation now being de-
veloped by the Executive Branch on the
safe guarding of individually linked data
uscd for statistical and research purposes
is enacted

wrltten comments concerning the pro-
posed regulation are invited from Inter-
ested persons. Inquiries may be ad-
dressed and data, views, and arguments
relating to the proposed regulations may
be prescnted in writing, in triplicate, to
the Chief, Institutional Relations
Branch, Divislon of Research Grants,
Mational Institutes of Health, 9000 Rock-
ville Plize, Bethesda, Maryland 20014. All
comunents recelved will be available for
inspection at the National Institutes of
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Health, Room 3063, Westwaod Building,
333 Westbard Avenue, Bethesda, Mary-
land, weekdays (Federal hglidays ex-
cepteds between the hours of 9:50 a.m.
and 4:30 pra. All relevant material re-
ceived on or before November 21, 19711
will be considered.

Notice is also given that it is pro-
posed to make any amendinents that are
adopted effective upon publication in the
FEDERAL REGISTER,

Dated: August 15, 1974,

Caspar W, WEINBERGER,
Secretary.

It is therefore proposed to amend Part
46 of Subtitle A of Title 45 of the Code
of Federal Regulations by:

1. Revising §§ 46.19 through 46.22 and
renumbering them as §§ 46.603 through
46.606, reading as set forth in Subpart ¥
below.,

2. Deslgnating §§ 46.1 through 46.18 as
Subpart A, renumbering these §% 46,101
through 46.118, and modifying all refer-
ences thereto accordingly.

3. Reserving Subpart B.

4. Adding the followlng new Subparts
C through »,

Subpart C—aAdditional Protsctions Pertalning to
Biomedical Research, Davelopment, and Ra-
lated Activitias Ingolving Fetuses, Abortuses,
Pregnant Women, and In Vitro Fertilization

Bec.

46.301

46,302

46.303

4634

46.305

Applicability,

FPurpoese.

Dofinitlons

Ethleal Advisory Boara,

Establishment of s cobsent com-
mittee,

Activitles Involving fetuses in utero
Or pregnant women.

Activitles Involving abortuses. |

Actlvitles juvolving a dead fetus or
abortus.

Activlies Involving the abortus as an
organ or tissue donor.

Actlvities to be performed outside
the United States,

Subpart D-—Additional
ctivities Involving

48.401 Applicability.

48.402 Purpose,

48.403 Definltions.

46,404 Additional dutles ol the organtza-
tional revlew committee where
prisoners are invaolved

Estebllsnment of a consent commit-
tag,

Special restrictions,

Activities to be performed outside the
United Staten.

Subpart E-—Additianal Protactions Pertzining to

Activitles involvin - the Institutionalized Men-
tally Disabled as Subjects

46.306

48,207
406.308

40.309
48310

Protections Fartalning to
Prisoners as Subyjects

46,405

48,406
46.407

46.5001  Appilcabitity

46.502 Purpour

46.503 Definiticns

46 534 Activities thvolving the institutlon-
allzed mentally disabied,

46.505 Additions) duttes of the organiza-
tlonal review committes where the
lostiturtionallzed mentally disabled
are Invalved.

46506 Establishiment of & consent commit-
tee,

46.507 Actlsitles to be performed oucstde
the Uaited States.

Subpart F~—General Provistons

46.60] Applica allty.
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Sree

46.602  Multiple consent comuntttee require-
ments,

46.603 Organization's record; confidenttal-
ity,

46.604 Reports.

46.605 Early termination of awards; evalua-
tion of subsequent appllcations.

46.606 Condttions.

466807 Activitles corducted by Department
employces.

AuTHorITY! § U.S.C, 301,

Subpart C—Additional Protections Pertain-
ing to Biomedicai Research, Develop-
ment, and Reiated Activities Involving
Fetuses, Abortusas, Pregnant Women,
and In Vitro Fertilization

§46.301

(a) The regulations in this subpart
are applicable to all Department of
Health, Education, and Welfare gronts
and contracts supporting biome:lical re-
search, development, and related activi-
ties Involving: (1) the fetus in utero,
(2) the abortus, as that term is defined
in §46.303, (3) pregnant women, and
(4) in vitro fertilization. In addition,
these regulations are applicable to all
such activities involving women who
could become pregnant, except where
the applicant or offeror shows to the
satisfaction of the Secretary that ade-
quate steps will be taken tn the conduct
of the activity to avoid involvement of
women who are pregnant.

{b) Nothing in this subpart shall be
construed as indicating that compliance
with the procedures set forth herein will
in any way render inapplicable pertinent
State or local laws bearing upon activi-
ties covered by this subpart,.

(¢} The requirements of this subpart
are In addition to those imposed under
the other subparts of this part,

§46.302 Purpose,

It is the purpose of this subpart to pro-
vide additional safeguards in reviewing
actlvities to which this subpart i3 appli-
cable to assure that they conform to ap-
propriate ethical standards and relate to
important societal needs.

§46.303 Definitions.

As used in this subpaort:

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

(b) “Riomedical research, develop-
ment, and related activities” means re-
search, development, or related activi-
tles involving blologicat study {including
but not limited to medical or surgical
procedures, withdrawal or removal of
body tissue or fluid, administration of
chemical substances or Input of enargy,
deviatlon from normal diet or hyglene,
and manipulation or observation of
bodily processes).

{c) "Pregnancy” encompasses tha
period of time from confirmation of im-
plantation until delivery.

(&) "Fetus” m .ns- the product of
coareption from ihe time of implanta-
tion to the time of doelivery.

(¢} “Viahtlity of the fetus” means the

Applicability,
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ability of the felus, after either spon-
taneous or indured delivery, to survive
{given the benefit of avajlable medical
therapy) to the point of independently
maintaining heart beat and respiratign.
It the fetus has this ability, It is AR
and therefore a premature infant, y

(f) “Abortus” means a felus when
expelled whole, prior to viability, whether
spontancously or as a resuit of medical
or sirgical intervention. The term does
not apply to the placenta: fetal material
which is macerated at the time of expul-
slon; or cells, tissue, or orguns excised
from a dead fetus,

(@) “In vitro fertlization" means any
fertilization of human ova which aceurs
outside the body of a female, either
through admixture of donor sperm and
ova or by any other means.

§16.30¢ Eihical Advisory Bourd.

{(a) All aspplications or proposals for
the support of activitles covered by
this subpart shall be reviewed by an
Ethlcal Advisory Board, established by
the Secretary within the National In-
stituies of Herlth, which shall advise
the funding agency concerning the ac-
ceplabilily of such activities from an
ethical standpoint.

{b) Members of the Board shall be so
selected that the Board will be compe-
tent to deal with medical, legal, social,
and ethical issues and shall include, for
example, research sclentists, physlcians,
lawyers, and clergy and/or ethicists, as
well as representatives of the general
public. No Board member may be & reg-
ular, full-time employce of the Federal
Government.

§46.305 Establishment of n consi j
commitiee, .

(a) Except as provided In paragraph
(¢} of this section, no activity covered
by this subpart may be supported unless
the applicant or offeror has provided an
assurance acceptable o the Secretary
that it will esteblish a consent commit-
tee (as provided for ian the application
or offer and approved by the Secretary)
for each such activity, to oversee the
actual process by which individual
consents required by thls subpart are
secured, to monitor the progress of the
activity and Intervene as necessary, and
to carry out such other dnuties as the
Secretary (with the advice of the Ethi-
cal Advisory Board) may prescribe, The
duties of the consent committee may
include:

(1) Participation in the actual selee-
tlon: process and securing of consents to
assure that all elements of & legally
effective informed consent, as outlined
in §46.3, are satlsfied. Depending on
what may be prescribed in the applica-
tion or offer approved by the Secretary,
this might require approval by the com-
mittee of {ndivldual participation in the
activity or it might simply call for veri-
fication (e.g. through sampling) that
procedures preseribed in the approved
epplication or offer are being followed.

¢2) Monlloring the progress of the ac-
tivity, Depending on what may he pre-.
seribed in the application or ofer ap

proved by the Ssceretary, this migh.:\.__x'
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include: visits to the activity site, iden-
tification of one or more cominittee
members who would be available for
consultation with those involved in the
consent procedure (le., participants) at
the participant's request, continuing
evaluation to determine if any unan-
ticipated risks have arlsen and that any
such risks are communicated to the
barticlpants, perlodic contact with the
participants to ascertsln whether they
remaln willing to continue in the activ-
ity, providing for the withdrawal of any
participants who wish to do 50, and au-
thority to terminate participation of one
or more particlpants with or without
their consent where conditions warrant.

(b) The size and composition of the
consent committee must be approved by
the Secretary, taking into sccount such
factors as: (1) the scope and nature of
the actlvity: (2) the partlcular subject
groups involved; (3) whether the mem-
bership has been so selected as to be com-
petent to deal with the medical, legal,
soclzl, and ethical issues involved in the
activity; (4) whether the committee in-
cludes sufiiclent members who are un-
affillated with the spplicant or offeror
apart from membership on the commit-
tee: and (5) whether the committee in-
cludes sufficient members who are not
engaged In research, development, or
related activities Involving human sub-
Jects. The committee shall establish rules
of procedure for carrying out its func-
tions and shall conduct its business at
convened meetings, with one of the mem-
bers designated as chairperson.

{c) Where a particular actlvity, in-
volving fetuses in wutero or pregnant
women, presents negligible risk to the
fetus, an applicant or offeror may request
the Secretary to modify or waive the re-
guirement in paragraph (a) of this sec-
tion. If the Secretary finds that the risk
is indeed negligible and other adequate
controls are provided, he may (with the
advice of the Ethical Advisory Board)
grant the request In while or in part.

{d) The requirements of this section
and § 46.304 do not obviate the need for
review and approval of the application
or offer by the organizational review
committee, to the extent required under
Subpart A of this part.

§46.306  Activities imvolving feluses in
nlere or pregnant women,

fa} No activity to which this subpart
is applicable. involving fetuscs in utero
o pregnant women, may be undertnken
unless: (1) the purpose of the activity is
to benefit the particular fetus or to re-
spond to the health needs of the mother,
or 12} the activity conducted as part of
tbut not prior to the conunencment of)
a procedure to ternnnate the pregnancy
and is for the purpose of evaluating or
tmproving methods of prenatal diapganosis,
micthods of prevention of premature
birth. or methods of intervention to off-
sct the eflects of genetic abnormality or
congeital injury.

hY Activities covered Ly this subpari
which are permizsible under paragraph
Gur ol this section muy he conduclrd
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only if the mother and father are legally
competent and have given their consent,
except thai the father’s consent need
not be secured if: (1) the purpose of the
activity is to respond to the health needs
of the mother or (2) his identity or
whereabouts cannot reasonably be
ascertained.

fc) Actlivities covered by this subpart
which are permissible under paragraph
a1 (2} of this sectlon may not be under-
taken unless individuals engaged in the
research will have no part in: (1) any
decisions as to the timing, method, or
procedures used to terminate the preg-
nancy, and (2) determining the viability
of the fetus at the termination of the
pregnancy.

§ 46307  Activities invehing abortuses.

No activily to which this subpars I5
applicable, involving an abortus, may be
undertaken unless:

fa) Appropriate studies on antmals
have been completed ;

(b} The mother and father are legally
competent and have given thelr consent,
except that the father's consent need not
be secured if his identity or whereabouts
cannot reasonably be ascertained:

(c) Individuals engaged in the re-
search will have no part in: (1) any de-
cisionis as to the timing, method, or pro-
cedures used to terminate the pregnancy,
and (2) determining the viability of the
fetus at the termination of the preg-
nancy:

(d) Vital functions of an abortus will
not be artificially maintained except
where the purpose of the aetivity Is to
develop new methods for enabling the
aborius to survive t{o the point of viabil-
ity; and

(el Experimental procedures which
would terminate the heart beat or res-
biration of the abertus will not be ein-
ployed.

§ 46,308 Activities invols ing adend fetus
or sbortus.

Activities involving a dead fetus or
abortus shall be conducted in accordance
with any applicable State or loeal 1Iaws
governing autopsy.

§46.30%  Avtivities involving the aliortus
# o organ or lissue donor.

Activities involving the nbortus as an
organ or tissue donor shall be eonducted
In accordance with any applicable State
or local laws governing transplantatfon
or anatomical gifts,

§46.310  Adctivities to be preformed owt-
side the United Siates.

Activities to which this subpaitl is ap-
plicable, to -je conducted onutside the
United States are subject to the require-
merds of this subpart, except that the
conzent procedures specificd herein may
be modifled if it §s shown to the satis~
faction of the Secretary that such pro-
cedites, as modifled, are Acceptable
under the laws and regulations of the
country in which the activities are to he
Ferformed ard that they comply with
the requirem ats of Subpart A of this
part,

Subpart D— Additional Protections Pe
ing to Activities involving Prisone
Subjects

546.100  Applicabiliry,

{2} The regulations In this syt
are applicable to all Departmen
Health, Education, and Welfare gr
and contracts supporting research,
velopinent, end related activities im
ing prisoners as subjects,

(b) The requirements of this sub
are in addition to those imposed w
the other subparts of this part.

§ 46.102 Purpose.

It 15 the purpose of this subpart to)
vide additional safeguards for the )
tection of prisoners Involved In activ:
to which this subpait is applicable, ir
much as, because of thelr incarcerat
they may be under constraints wi
could affect their abllity to make & t
voluntary and uncoerced decls
whether or not to particlpate In s
activitles )

§ 46.403 Dcfinitions,

As used in this subpart :

(a) “Secretary” means the Secret
of Health, Education, and Weltare
any other officer or employea of the I
partment of Health, Education, and W
fare to whom authority has been de
gated.

(b) “Prisoner” means any tndivid:
Involuntarlly confinied in 8 penal Ins
tution. The term is Intended to enco
pass Individuals sentenced to such an t
stitution under & eriminal or clvil staty
and also individusls detained In oth
facilities by virtue of statutes or comm:
ment procedures which provide altern
tives to criminal brosecution or Ines
ceration in a penal tnstitution. .

§46.404 Additionnl dutics of the org
nizationol review committee whe
prisoners are involved.

(a) In addition to the responsibiliti
prescribed for such committees und
Bubpart A of this part, the applicent’s
offeror's organizational review comml!
tee shall, with respect to activiti
covered by this subpart, carry out
Tollowing additional duties:

(1) Determine that there wii be n
undue inducements to participation b
prisoners as subjects In the activit:
taking into account such factors &
whether the earnings, living condition:
medical care, quulity of food, an
amenities oftered to participants in th
activity would be better than those gen
erally available to the prizoners:

{2) Determine that ) all aspects o
the activity would be appropriate for per
formance on nonprisoners, or (li; th
activity involves neglizible risk to th
subjects and is for the purpose of styudy
ing the effects of incarceration on suci
stubjects:

(3} Determine that the application o1
proposal contains adequate procedures
for selection of subjects, securing con-
sents, monitoring continued sublect par-
ticipation, and assuring withdrawal with-
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out prejudice, In accordance with
§ 46,403 of this subpart;

(4} Determine that rates of remunera-
tion are consistent with the anticipated
duration of the activity, but not in excess
of that paid for other employment gen-
crally available to inmates of the facility
in question, and that withdrawal from
the project for medical reasons will not
result in loss of anticipated remunera-
tion: and

(5} Carry out such other responstbili-
ties as mzy be assizrned by the Secrctary.

(b) Applicants or offerors sceking sup-
port for activities covered by this sub-
part must provide for the designation of
an erganizational review committee, sub-
Ject to approval by the Secretary, where
no such committee has been established
under Subpart A of this part.

{¢) No award may be issued until the
applicant or offeror has certified to the
Secretary that the orzanizationsal review
committee has made the determinations
required under paragraph (a) of this
section.

§ 46.405 Esablishunent

commmitlice,

(a) Except as provided In paragraph
(c) of this section, no activity covered
by this subpart may be supported unless
the epplicant or offeror has provided an
assurance acceptable to the Secretary
that it will establish a consent commit-
tee (as provided for in the application
or offer and approved by the organiza-
tional review committee and the Secre-
tary) for each such activity, to oversee
the actual process by which individual
subjects are selected and their consents
secured, to monitor the progress of the
activity (including visits to the activity
slte on a regular basis) and the continued
willingness of the subjects to particigate,
to intervene on behalf of cne or more sub-
jects If conditions warrant, and to carry
out such other duties as the Secretary
may prescribe. The duties of the consent
committee may include:

(1) Participation in the actual process
by which individual subjects are selected
and their consents secured to assure that
all elements of a legally effective in-
formed consent, as outlined in section
46.3 of this part, are sat:sfied, Depend-
ing on what mnay be prescribed in the
application or ofier approved by the Sec-
retary. this might require approval by
the committee of exach individunl's par-
ticipation as a subject in the activity or
It might simplr call for verification (e.g.,
through sampiing) that procedures pre-
scribed in the :pproved application or
offer are being followed,

2y Monitoring the proeress of the ac-
tisity and the continued willingmess of
subjects te participate. Dopending on
what may be preseribed in the applica-
lien or offer approved by the Secretary,
this might inclucle: visits to the activity
site, identification of one or more com-
mittee members who would be available
for consultailsn with subpects at the sub-
jects' request, cuntinuing evaluation to
deternune if any unantic pated risks have
dri=en and that any such risks are cotn-
winica.ed 10 the sulijects periodic con-
Lot with the subjects to aseertain

of & consent
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whether they remain wllling to continue
In the study, providing for the with-
drawal of any subjects who wish to do
50, and authority to terminate participa-
tlon of one or more subjects with or
without thelr eonsent where conditions
warrant.

(b} The size and composiilon of the
consent committee must be approved hy
the Secretary, taking into account such
factors ms: (1) the scope and nature of
the activity; (2) the partlcular subject
groups involved; (3) whether the mem-
bership has been so selected as to be
competent to deal with the medical, legal,
social, and ethical issues Involved in the
activity; (4) whether the commnittee in-
cludes a prisoner or & representatlive of
an organization having as a primary
concern protectlon of prisoners’ inter-
ests; (5) whether the commlttee Inchudes
sufilelent mernbers who are unaffillated
with the applicant or offeror apart fromn
membership on the committee: and (6)
whether the committee includes sufiiclent
members who are not engaged In re-
search, development, or related activities
involving human subjects, “Che commit-
tee shall establish rules of procedure for
carrying out its functions and shail con-
duct its business at convened meetings,
with one of its members deslgnated as
chairperson.

{c) Where a particular activity in-
volves negligible risk to the subjects, an
applicant or offeror may request the
Secretary to modify or waive the require-
ment in paragraph (a) of this section. If
the Secretary finds that the risk is Indeed
negligible and other adequate controls
are provided, he may grant the request
in whole or in part.

§ 46,106  Spccial restrictions.

Persons detalned In a correctional fa-
ciiity pending arraignment, trlal, or sen-
tencing or in a hospital facility for pre-
arraignunent, pre-trial, or pre-sentenee
dlagnostic observation are excluded from
participation in activitles covered by this
subpart, unless (a) the organizational re-
view committee finds that the particular
activity involves only nepligible risk to
the subjects and (b) the activity Is thera-
peutic In intent or relates to tlie nature
of their confinement.

§ 16,107  Activities 1o be perfurmed oul.
sitle the United States.

Activities to which this subpart is ap-
plicable, to be conducted outside the
United States, are subject to the require-
ments of this subpart, except that the
consent procedures specified herein may
be modified if It is shown to the satisfac-
tion of the Secre.ary that such proce-
dures, as modified, are acceptable under
the laws and regulations of the country in
which the activities are to be performed
and that they comply with the require-
ments of Subpart A of this part.

Subpart E—Additional Protections Pertain-
ing to Activities involving tha Institu-
tionalized Ment: Ly Disabled as Subjects

§ 44301 Applic. bikity.

(n} ‘fhe rezulaiisns In this subpart
are applicable 13 all Departiient of
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Health, Educatlon, and Welfare grants
and contracts supporting research, de-
velopment, and related activitles Involv-
ing the Institutionalized mentally dis-
abled as subjects,

(b) Nothing in this subpart shaj i
construed as Indicating that complif e
with the procedures set forth herein will
necessarily result In a legally effective
consent under applicable State or local
law to a subject's particlpation fn such
an activity; nor in particular does it ob-
viate the need for court approval of such
parifcipation where court app.oval is re-
Guired under applicable State or local law
in order t{o obtain a legally effective
consent.

(c) The requirements of this subpart
are in addition to those tinposed under
the other subparts of this part,

§16.502 Purpose.

It Is the purpose of this subpart to
provide addltional safeguards for the
brotection of the institutionalized men-
tally disabled involved In activities to
which this subpart is applicable, Inas-
much as: (a) they are confined in an
Institutional setting where their freedom
and rights are potentially subject to Hm-
itatlon; (b) they may be unable to com-
prehend sufficlent information to give
an informed consent, as that term Is de-
fined in §46.103; and (c¢) they may be
Iegally incompetent to consent to their
participation in such activities.

§ 16.503 Definitions.

As used in this subpart:

(a) "Secretary” means the Secretary
of Health, Education, and Welfare or s,
other officer or employee of the Depr ]
ment of Health, Education, aud Welf
to whom authority has been delegated.

(b) “Mentally disabled” includes those
Institutionalized individuals who are
mentally jll, mentally retarded, emotion-
ally disturbed, or scnile, regardless of
their legal status or basis of institutional-
ization.

{¢c) “Institutionalized” means con-
fined, whether by voluntary admission or :
involuntary commitment, in a residen-
tial Institution for the care or treatment
of the mentally disabled.

td) “Institutionalized mentally dis-
abled individuals” includes but is not
lunited to patients in public or private
mental hospitals, psychiatric patients in
reneral hospitals, inpatlents of commu-
nity mentul health centers, and mentally
disabled tndividuals who reside in hailf-
way houses or nursing homes.

§16.501  Activities involving Whie institu-
tonalized mentally disabled.

Institutionalized mentally disabled in-
dividuals may not be included In an
activity covered by this subpart unless:

ta) The proposed activity is related
to the etiology, pathogenesis, prevention,
diagnosis, or treatment of mental dis-
ability or the management, training, or
rehabiiitation of the mentally disabled
and seeks information which cannot be
olitained from subjects who are not insti-
tiztionalized mentally disabled:

(b) The Individual’s legally effectit f
Infurmed consent te participation In the
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actlvity or, where the Individual is le-
gally incompetent, the infornted consent
of a representative with legal authority
so to consent on behalf of the individual
has been obtained; and

(c) The individual's assent to such
participation has also been secured, when
in the judgment of the consent committee
he or she has sufficient mental capacity
to understand what Is proposed and to
express an opinion as to his or her par-
ticipation.

§ 46.505 Additional duties of the orgo-
nizatienal review committre where
the institutivnalized mentally dis-
abled are involved.

(a) In addition to the responsibilities
prescribed for such committees under
Bubpart A of this part, the applicant’s or
offeror’s organizational review commit-
tee shall, with respect to actlvities cov-
ered by this subpart, carry out the follow.
ing additional dutles:

(1> Determine that all aspects of the
activity meet the requirements of § 46.50
(a) of this subpart;

(2) Determine thaf there will be no
undue inducements to participation by
individuals as subjects in the activity,
taking into account such factors es
whether the earnings, living conditions,
medical care, quality of food, and ameni-
ties offered to participants in the activity
would be better than those generally
available to the mentally dizabled &t the
Institutions;

(3} Determine that the application or
proposal contains adequate procedures
for selection of subjects, securing con-
sents, protecting confidentiality, and
monitoring continueqd subject participa-
tien, in accordance with § 46.506 of this
subpart; and

{4) Carry out such other responsibil-
ities as may be assigned by the Secretary.

(b) Applicants or oferors seeking
support for activities covered by this
subpart must provide for the desiznation
of an organizational review committee,
subject to approval by the Secretary,
where no such commitiee has been es-
tabllshed under Subhpart A of this part.

(cY No award may be issued until the
applicant or offeror has certified to the
Secretary that the organizational review
committee has made the determinations
required under paragraph ta! of this
sectlon,

§46.506  Faablizhment

committer.

of u consent

(a) Except as provided in paragraph
(¢) of this section. no activity covered by
this subpart may be surported unless the
applicant or offeror has provided a sepa-
rate ascurance acceptahle to the Secre-
tary that it will establish a consent
comuiittee (a5 provided for in the appli-
cation or offer and approted by the orga-
nizational review eommittez and the sec-
retary) for each such ectivitly, to oversee
the actual proecess by which Individual
subjects are selected and conseuts re-
nuired by this subpart are sccured, to
monitor the progress of the activity (in-~
cluding visits to the activity site on a
regular hasis) and the cuntintied willing-
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ness of the subjects to participate, to in-
tervene on behalf of one or more subjects
if condltions warrant, and to carry out
such other duties as the Seerztary may
prescribe. The duties of the consent com-
mittee may include:

(1) Participation In the actual process
by which individual subjects are selected
and their consents secured to assure that
all elements of a legally effective In-
formed consent, as outiined in § 46.3, are
satisfled. Depending on what may be pre-
scribed In the application or offer ap-
rroved by the Secretary, this might re-
qitire approval by the committee of each
indlvidunal’s participation as a subject in
the activity or it might simply call for
verificatlon (e.g., through sampling) that
procedures prescribed in the approved
application or offer are belng followed.,

(2) Monitoring the progress of the
activily and the continued willlngness
of subjects to participate. Depending on
what may be prescribed in the applica-
tion or offer approved by the Secretary,
this might include: visits to the activity
site, ldentification of one or more com-
mittes members who would be avallable
for consultation with subjects at the
subjects’ request, continulng evaluation
to determine if any unanticipated risks
have arisen and thab any such risks gre
communicated to the subjects, perfodic
contact with the subjects to sscartain
whether they remaln willing to continue
in the study, providing for the with-
drawal of any subjects who wish to do 50,
and authority to terminate participa-
ticn of one or more subjects with or
without their consent where conditions
warrant,

() The size and composition of the
consent committee must be approved by
the Secretary, taking into account such
factors as: (1) the scope and nature of
the activity; (2) the particular subject
groups Invelved; (3) whether the mem-
kership has been so selected as to be
competent to deal with the medical,
lzgal, soclal, and ethical Issues involved
in the activity; (4) whether the com-
mittee Includes sufficient members who
are unaffiliated with the applican® or
offeror apart from membership on the
committes: and (5) whether the com-
mittee includes sufficient members who
are not engaged in research, develop-
ment, or related activities involving
human subjects. The comrmniitez shall
establish rules of procedure for carrying
out its functions and shall conduct its
business at convened meetings, with one
of its members designated as choir-
L ELSO.

(¢c) Where a parvticular activity in-
volvas negligible risk Lo the subjects. an
apnlicant or offeror may request the Sec-
retary to modify or waive the reccire-
ment in paragraph (a) of this section. If
the Scecretary flnds that the risk {s In-
deed negligible and other adequete con-
trols ave provided. he may grant the re-
quest in whole or in pait.

§ 406,507 Activities 19 he performed oul.
eide the Uiited 8 oy,

Activities to witich this sutnart 'z ap-
pliceble, {0 be cronaucted outside the
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United States, are subject to the require-
ments of this subpart, except that the
consent procedures specified herein may
be modified it it is shown to the satis-
faction of the Secretary that such proce~
dures, as modified, are ncceptable under
the laws and regulations of the country
in which the activitles are to be per-
formed and that they comply with the
requirements of Subpart A of this part.

Subpart F—General Provisions *
§ 46.601 Applicability,

BSections 46,602 through 46.606 are ap-
plicable to all grant or contract sup-
ported activities covered by this part.

§ 46.602 Muliiple consent commities re-
Guirements, '

Where an' applleation or - proposal
would involve human sublects covered
by more than .ons consent commitice
requirement imposed under this part,
upon approval by the Secretary, these
multiple requiremehts may be . aatisfled
through use of a single consent commit-
tea appropriately constituted to take pe-
count of the nature ‘of the subject group,

§ 46.603 Organization’s .records; Jconfi-
dentiality. -

(2) Copies of all documents presented
or required for Initlal and contimilng re- -
view by the organization's review com-
mittee or consent commitiee, such as
committee minutes, records or subjects’
consent, transmittals on actlons, In-
structions, and conditions resulting from
conumnittee deliberations addressed to the
activity director, are to be retalned by
the organization, subject to the terms.
and conditions of grant and contract
awards.

(b} Except as otherwise provided by
law, information in the records or pos-
session of en organization scguired in
connection with an activity covered by
this part, which information refers to or
can ke identified with s particular sub-
Ject, may not be disclosed except:

(1) With the cousent of the subject
or his Jegally authorized representative;
or

(2) As may be necessary for the Sec-
retary to carry out his responsibllities
under this part in the exerclse of over-
sipht for the protection of such subject
or class of subjects.

§ 16.604 Reporta,

Each orzanizatlon svith an approved
assurance shall provide the Secretary
with such reports and other informatlon
as the Secretary may from time to time
prescribe,

§ 10605  Early termination of awards;
evaluativn of subsequent applica-
tioms,

fa) If, in the judement of the Secre-
tary, on organization has failed ma-
terinlly lo comply with the terms of this
policy with respect to & particular De-
partment of Health, Education, and
Weligre grant or contract, he may requre
that sald grant or contract be terminated
or suspendzd In the manner preserlbed
in  awplicable grant or .procutement
regulations,

23 1224



() In evaluating proposals or applit-
cations for support of activities covered
by this part, the Secretary may take into
account, in addition to all other eligibil-
ity requirements and program criteria,
such factors as: (1} whether the offerar
or applicant has been subject to a ter-
mination or suspension under paragraph
fal of this section, (2) whether the of-
feror or applicant or the person who
would direct the scientific and technical
aspects of an actlvity has in the judg-
ment of the Secretary falled materlally
to discharge his, her, or its respionsibiiity
for the protection of the rights and wel-
fare of subjects and (3) whether, where

ADDRESSEE

This is a PROPOSED rulemaking, N
comments, views, and arguments m

these rules,

PROPOSED RULES

past defclencies have existed in dis~
charging such responsibility, adequate
sters have in the Judament of the Secre-
tary been taken to ellminate these
deficlencies,

§ 16,606 Counditions.

The Secretary may with respect to
any grant or contract or any class of
grants or contracts impose additional
conditions prior to or at the time of any
award when iz his judgment such cond|-
tiors are necessary for the protection of
human subjects.

30657 '«

§16.607  Activitics conducted by De-
pariment cmiployees,

The regulations of this part {except
for this subpart) are spplicable as well
to all research, develepment, and related
activities conducted by employees of the
Departiment of Health, Education and
‘Welfare, except that: (a) subpart C 1s
applicible only to hiomedical rescarch,
development, and related activities and
{h) cach agency head may adopt such
procedural modifications as may be ap-
bropriate from an adintnistrative stand-
point.

(¥R Doe.74-19300 Puied 8-20-74;8:46 am]
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OT a regulaticn in final form.
ay well affect the ultimate form of

Your

To expedite the handling of your comments on this complex notice, 39 F.R,.
30648 ; it would be appreciated if comments on the individual

Subparts (C, Fetuses, Abortuses, Pregnant Women; D, Prisoners; and

E, Institutionalized Mentally Disabled) could be submitted on separate
pages. This will facilitate prompt access to your remarks, and speed
review and development of final policy. Vhere 4ppropriate comments should
identify the appropriate Sections (e.g, § 46.306) of the rules.

Comments should be addressed as required at the end of the preamble page,
It should be noted that the preamble is simply an historical introduction

ROGER STEINER

LANGUAGE & LITERATURE
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DEPARTMENT OF HEALTH,
EDUCATION, AND WELFARE

Office of the Secretary
[4SCFRPart46 ]
PROTECTION OF HUMAN SUBJECTS
Correction of Preamble to Proposed Policy

In the August 23, 1974 issue of the
Froraal Rrecisten (39 FR 30848), the
Department of Health, Education, and
Welfare published a notice of proposed
rulemaking governing research, develop-
ment, snd related activities, supported
by the Department, Involving the fetus,
abortus, pregnant women, in vitro fer-
tilization, prisoners, and the institution-
alized mentally disabled,

After publcation the following errors
were noted In the preamble to the pro-
posed rulemaking:

(1) 'The initial three paragraphs of
Section C on page 30650 fai) to indicate
that, because of the Department's con-
rern sbout the ethical issues surrounding
in vitro fertilization (whether or not
implantation is contemplated), the pro-
posed rulemaking would require that all
activities involving in vitro fertilization
be reviewed by the Ethical Advisory
Board prior to funding. In order to make
clear this concern these paragraphs have
been revised to read as follows:

C. A number of respondents recom-
mended that the policy governing In
vitro fertilization be strengthened, on
the one hand, or liberalized, on the other.
The Department has considered these
recommendations, and concluded that
while it 15 necessary to Impose certain
restraints, it is contrary to the Interests
of soclety to set permanent restrictions
on research which are based on the suc~
cesses and limitations of current tech-
nology. Therefore, the Department would
expect the Ethical Advisory Board, which
must review all applications involving
In vitro fertilization (whether or not im-
plantation is contemplated) to weigh,
with respect to specific proposals, the
state of the art, legal issues, community
standurds, and the avaliabiliiy of guide-
lines to govern each research situation.
In sum, If there i1s a possibility that the
conceptus might be sustained in vitro
beyond the earllest stages of develop-
ment, the Ethical Advisory Board is to
consider this possibility, and determine
what puidelines should govern decislons
affecting that fetus, If the research is to
be permitted. If, on the other hand,
implantation is attempted and achieved,
then regulations governing the fetus in
utero shall apply.

. L ] [ ] L] »

(2) Several sentences were inadvert-
ently omltted from the first and second
paragraphs of the discussion of “Viability
of the Fetus” in the first column on page
30651. These sentences are now inserted
and as revised, the paragraphs read as
follows:

RECEIVED

37993
© 1974

'-J??ADUAI,_E..CQ,H.EGE the Fetus.” Some re-

spondents suggested specific criteria such
as birth weight, crovm-rump length, or
gestational age, similar to those used in
England, such criteria to be reviewed and
reissued periodically by the Department.
It was emphasized that the use of such
objfective criteria might simplify prob-
lems involved in determining what types
of research might be permissible. SBome
respondents urged that presence of fetal
heartbeat be definitive (whether or not
there Is respiration) while others urged
that identifiable cortical activity be
specified as an altermative sign eof via-
bility. Others objected strenuously to
any distinction as to the nature of fetal
life, holding that the physiclan's obll-
gation should be the zsame to any fetus
regardless of weight, size, or age of
gestation.

The Department, having reviewed
these comments, concludes that the dis-
tinction between a viable and a none
viable fetus is both valid and meaningtul.
At the same time, the Department does
not believe that the use of welght, size,
gestational age and/or cortical activity
is o valid substitute for the Judgment of
a physician, particularly In view of the
wide varlation in the facllities and arts
avallable te him both {n this country and
abroad. The Department further con-
cludes that the issue of viability is a
function of technological advance (ses
§46.303(e) of the regulations), and
therefore must be decided with reference
to the medical realities of the present
time, while reserving the right to rede-
fine the  parameters as conditions
warrant.”

(3) Sectlon H on page 30651 incor-
rectly implies that, under the proposed
rulemaking, fetuses for which abertion
is contemplatied may be placed at greater
risk than fetuses in general. In fact,
however, as Is stated already In sectlon
F on page 30651, the proposed rulemaking
bans the undertaking of research, devel-
opment, or related activities Involving the
fetus prior to the commencement of the
abortion procedure. at which point the
question of risk to the fetus is no longer
an Issue. Such activities which are per-
mitted under the regulations would be
reviewed by the Ethical Advisory Board
prior to funding. Section H should there-
fore be deleted and sectlon I on the sanie
page relettered section H,

Dated: October 21, 1974.

CasPar W. WEINBERGER,
Secrelary.

[FR Doc.T4-24094 Piled 10-24-74;8:45 am)
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