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OFI!CE O.. THE PREST

SPECUAL ASSISTANT T _ ,.£ PRESIDENT-—HEALTH AFFALRS

RECEIVED BY
PURIST ST g
VICE PRESININT

Octcher 19, 1973 ADMINISTRATION

0CT 19 1973

CHANCELISRD:

Mttached is a copy of propesed DLW rules relating to the Protec-
tion of Yiman Subjects, as vthay zpisared in the Federal Register of
OctoYer 9, 1573. For your information I am alsc attaching a
memurandun from Asilstant Cournsel Dorinson discussing several major
potential probiems waich may arise if the regulaticns axe proxulgatad
as proposed.

you will rote from D:. Chalkley's letter of transmittal that

couments or suggested changes in lanjuage may be submitted to the
raesponsibl: agency before November 9, 1973. Copies of the Federal
Register excerpt presunabiy have been sent to offices on your campuses
directly by the DEFW, but I wanted to be certain that you were made
awarc of the gpportunity to comment on the proposed regulations.

I intend to prepare a response to he sent on bahalf af the Univer-
sity, and would eppreciate receiving from you, as soon as possible,
any comments or suggestions you may wish to have included in such a
response. In addition, I wouid apprecizte your providing me with a
ccpy of any response that might be sent to Cx. Chalkley from
individuxls on your camupus.

,Ayff
Clinton C. Powvell, M.D.

-

Attachnment

¢c: General Counsel Reidhaar - w.o. att.
Richard Wolfe -~ w.o. att. e
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SPECIAL ASSISTANT TO THE PRESIDENT e

CLINTON C. POWEZLL, M.D. S

s« ¢«

Re: Department of Health, Education and Welfare -
Protection of Human Subjects - Proposed
Regulations

Enclosed herewith is a copy of 38 Federal Regis-
- ter 27822 - 27885 (October 9, 1973) which contains the
subject prorosed regulations concerning the protaction
of human subjects. As indicated, the proposed regula-
tions would codify existing DHEW policy currently set
forth in the Institutional Guide and in the Grants
ﬁgministraticn Manual, but would also make some changes

ereto.

There are two ma2jor changes which may necessitate
comment by the University: .

1. The proposed regulations state:

"Any organizatien propesing o place any
subject at risk is obligated to obtain and
document informed consent." (§46.8)

The proposed regulations would, therefore, in my opinion,
preclude the cornmittee from approving any activity which
does not provide for informad consent, if the activity
is funded by DHEW. As you know, the DHEW Institutional
Guide did arguably permit consent after the fact follow-
ing debriefing, and the University has as a matter of
policy allowed campus cormittees to approve an activity
which does not provide for consent. As I indicated to
you previously, thare is some legal risk in parmitting
praocedures without consent. Although such procedures

are not clearly lejally proscribed, they do not apprear
to be legally sanctioned, and I doubt whather DHEW

weuld be willing to amend its proposed rules to officially
permit such activities to ke carried out, since DHEW
would have to infer that such a procedure has a sound
legal basis.

2. The next major area of coacern is that of
the cormposition of the committee. Thz proposad rules
would make it mandatory that the comnittee be comprisad
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Clinton C. Poﬁell. 4.D,
October 12, 1973
Page 2.

of not less than five merhers and that it include "persons"

whose primary concerns lie in the areas of (1) the organi-
zation's commitments ané regulations; (2) applicable law;
(3) standards of professicnal conduct and practice; (4)

- community attitudcs.

In my opinion, this requirement is not only in-
definite, hut would also be difficult for the University
to comply with sufficiently. In your comments to DiEY,
if any, you may wish to reguest that in the promulgation
of the regulations that these requirements be clarified,
and you may wish to inform DHEW that as each campus under
the juriscdiction of The Regents of the University of
Czlifornia files a generezl assurance on its own behalf
and since the Office of the General Counsel of The Re-
gents of the University of California is centrally loca-
ted, it would not be possible for a mermber of the General
Counsel's Office to be a muexber 0f each hurman subjects
review committee. This o%fice has, as you know, provided
legal aévice to campus human subjects review committees
on various matters dezling with human experimentation and
has been able to provide iLihe conmittzes with guidance to
identify legal issues which would need resolution. Although
I have focused on regquirement (2), in my opinion it may ke
difficult to determine who may be able to make the appro-
priate determinations for each of the categories above.

3. An additional problem ‘that may arise is the
definition of organization under § 46.3(a), which means
any public institution, and thus may preclude one campus
from having a member of another campus serve on its com-
mittee as a member not ermployed by the organization. It
is clear that the proposed regulations will require at
least one member of the committee to be not employed by
the organization and that person must be present at each
meeting where final decisions are made, since the nro-
posed regulations provide that "ro commitiee or guorunm
of a commnittee shall consist entirely of employees of the
organization". (§ 46.6(b}) (4).

In order for ccmments to be considered, they
must be received by iloverber 8, 1973, I would be hzpoy
to review any letter you may propose to send on behalf of
the University. .

Pleasz let me know if ycu have any questions or..

wish to discuss this matter further. e -
S . 1.¢Che..]
}fﬁéZQZ{ * 2
David A. Corinson Ao =
Ascistant Counsel : R
‘ 00152723.002 o
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~ C Oztobar 10, 1973
TO ¢ Addrogscces

FROL s Clicf, Institutional Relatvions livonch,
Division of Rescareh Grunts, NIH, DI

SUBJCCT: Proposcd DUEU Regulations on Protection of Human Subjects

Enclosed is a reprint of a proposed rule-maving published in the

Federal Register for October 9, 1973.

Any comments, views, arguments, or sucrested changes in lanjguege

[325]

should be foruurded, before November 9, 1973, to the Chief, institucional
Relations Branch, DRG, MIN, Cethesda, Maryland 20014, These
are proposed rules, not final regulerions. This is an epportunity

for phblic paxticipation in the Federal rule-making process.

/." P ’ ~"
/ NIV f"!./
- i NV ,I/f
Lot VF cAehan
D. T. Chzlkley, Pr.D.
\.
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DEPARTMENT OF HEALTH,
EDUCATION, AND WELFARE

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

Notice is hercby given that the Becre-
tarv of Health, Educction. and Wellare
proposes to amend Subtitle A of the De-
partment's regulations by adding & new
Part 46 prescribing a policy on proteetion
of human stubjects applicable to activitles
suppuried by Drepartment grants or
contracts.

The proposed regulations would. with
some chapgces, codify existing Depurt-
ment policy currenf®y set forth in Clug-
ter 140 of the DHEW Grunis Admiuis-
tration Manual, as well us DHEW Pub-
lication No. (NIH) 72-102 (Deccmber 1,
1971), Awong the changes made in the
existing policy ure the following: Secc-
tion 46.2 would make ft clear that it is
the function of the organizational com-
mittee estiblished under this part to de-
termine whether subjeets are at risk;
§ 46.4(c) would require that cach assur-
auce contain g provision under which the
- orgapization submitting the assurance
would agree to notify DHEW immedi-
ately of emergent problems affecting the
rights of human subiects, including ad-
verse reactions; § 46.6(b) would sct forth
a number of requirements relating to the
composition and functioning of the or-
ganfzational comnitlee; section 46.8
would prohibit the use of exculpatory
languege under which & subjecti would be
mude to waive or apnear to waive any of
his legal righis; #546.11, 46.13, and 46.14
would require organizitions receiving
general, institutional-type wssistance to
- certify that apny nctivity involving human

subjects has been reviewed and approved
by the organization in accordance with
this part; § 46.11 would require organi-
zations to carry out reviews nnd approval
of applications and proposals prior to
submission to DHEW; §§ 46.20 and 46.21
would impose record keeping and report-
ing requirements; and § 46.22 would per-
mit sanctions for fallure to comply with
the regulations.

In addition, DEEW through the Na-
tional Institutes of Health, has appointed

- » special study grcup to review and rec-
ommend policies for the protection of
human subjects in biomedical reserrch.
The study group is considering, among
other things, the development of special
procedures for the use of incompetents
or prisoners in biomedical research, com-
pensation of persons injured in ¢linical
investigations, and a general review of
the legal/ethical responsibilities in the
conduct of such research. It is contem-
plated that the recainmendations of the
study group will be considered for in-
clusion in the DIIEW regulations to be
promulgated in this part.

Inquirics may be rddressed and data,
views, and arguments relating to the pro-
posed regulaiions may be presented in
writing, In triplicate, to the Chief, In-
stitutional Relutions Branch, Division of
Researchh Granis, National Institutes of

FILE BRARCODE
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Health, 9000 Rockville Pikc, Bethesda,
Maryland 20014. All comments received
will be available for tuspection at the Na-
tional Institutes of Health, Room 303,
Westwood Building, 5333 Westbard Ave-
nue, Bethesda, Maryland, weckdays
(Federal holidays excepted) between the
hours of 9:00 a.m. and 4:30 p.m. All rcle-

-yant material received on or before

November 8, 1973, will be eonsidered.

Notice is also given thut it Is proposed
to make any amendments that are
adopted effective upaen pulilication in the
FEDERAL REGISTER.

Dated Ssplernber 28, 1973,

Casrar W, VW EINBERGER,
Secrciary.
It is thercfore proposed to amend
Subtitlec A of Title 45 ol thie Code of Fed-
eral Regulations by adding the {ollowing
new Part 46

PART 46—PROTECTION OF HUMAN

SUBJLCYS

Sec.

46.1  Appiicability.

$8.2 Policy.

46.3  Definttions,

464 Eudmicsion Of assUrances.

466 Types o nssurances.

466 Mintmum requirerents for general
assurances.

467 Minimum requirements for special
assurances.

46.8  Obligatiun Lo secure fn’crmed consent;
prohibition of exculpsatory clauaes,

460 Docun:icniation of infermed conscnt.

46.10 Reserved.

46.11  Certificatlen, geners) afsurances.

46.12 Certification. specisl f.Icurances.

48.13 Proposals lackii dcSnlte pluns for
the involiement of human sudjects.

48.14 Proposals not submitted with the in-
tent of involving human subjects,

40.15 Cooperative activities.

46.)6 Investigwxtional new drug number,

46.17 Implementation and revision of
RESUTAIICES,

46.18 Organization’s executive responsl-
Dility.

46.18 Withholding of funds.

46.30 Organization’s records.

46.21 Reports.

46.22 Early terminetion of awarde; sanctions
for nonocomplisnce.

4823 Conditions.

AvromTy.~$ U.5.C. 301.
€ 46.1 Applicability.

The regulations in this part are ap-
plicable to all Department of Healtll,
Education, and Weliare grants and
contracts supporting activities in which
human subjects may be at risk.

§ 46.2 Yolicy.

() Safeguarding the rights and wel-
fare of subjects at risk in activities sup-
ported under grants and contracts from
DHEW is the principal responsibility of
the organization which receives or is ac-
countable to DHEW for the funds
awarded for the supnort of the activity.
In order to provide for the adeguute dis-
charge of this organizational responsi-
pility, it is the policy of DHEW that no
activity involving any human subjects
at risk supported by a DHEW grant or
contract shall be undertoken unless the
organization has reviewed and approved
such activity and submitied to DHEW
a certification of such review and ap-

proval, in aecordance with the require-
ments of this part.

(b) This review shall determine
whether any human subiects are at risk
and, if so0, that the rights ang wellare
of the subjects involved are udcaualciy
protected, that the risks to an individual
are outweighed by the potentlal benellls
to him or by the imporlunce of the
knowledge to be gained. and that tn-
formed consent is to be obisxlned by
methods that are adequate and ap-
propriote.

(¢) No grant or contract involving hue
man subjccls &Y risk will be awarded to
an individual unless he §s rifllited with
or sponsored by mn organization which
can and coes ascume responalbiity for
the protection of the subjects involved.

§ 46.3 Decfinitions.

(a) “Orgenlention” means any public
or private insfitution or agency (nelud-
ing State and local governments).

{(b) “Subject at risk"” means any in-
dividual who tmay be exposed to the pos-
sibllity of harm-—physical, psychalogical,
sociologicu], or other—-as a conscquence
of participation as a sublcet in any re-
search, development or demonstration
sctivity which goes bevand the applica-
tion of thote established and accepted
methods necessary to meet his needs.

() “Informed consent' includes the
following brsic elemnents:

(1) A foir expianation of the proce-
dures to be followed, and their purpeses,
including 3entification of any procedures
which ere experitsental;

(2) A deseription of the attendant dis-
comiorts and risks reasonably (o be ex-
peciesd;

(3) A description of any benefits rea-
sonably to be expected;

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

(5) An offer to answer any inquiries
concerning the procedures; and

(6) An instruction that the subject is
{ree to withdraw his consent end to dis-
continue participation in the project or
activity al any tine,

(d) “Secrclary” means the Secretary
of Health, Education, and Wclfare and
sny other officer or employee of the De-
pertment of Bealth, Education, and Wel-
fare to whom the authority involved has
been delegated.

(&) “DHEW" means the Department
of Health, Education, and Welfare.

§ 46.4 Submission of assurances,

(a) Reciplents or prospective recipt-
ents of DHEW assistance under a grant
or contract invelving subjccts ot risk
shall provide written assurance rccepl-
able to DHEW, that they will comply
with DHEW policy as set forth in this
part. Each sssurance shall embody a
statement of compliance with DHEW
requiremecnts for initis) and conttnuing
committee review of the suppor:~d acliv-
ities: a set of implementing puidelines,
including jdentification of the commit-
e and o description of its review pro-
cedures; or, in the case of speclul assur-
ances concerned with single projects or
pctivities, @ report of initial flndings
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and  proposed  continuing
‘procedures.

(1) Such nrsurance shall be executed
by an individusl authorized to act for
the organization and to assume on be-
half of the orgenization the obligations
imposed by this part, and shall be flled
in sucli form and manner as the Secre-
tary may require.

¢c) Each assurance shall contain a
provision requiring the organization to
give DHEW immediate notification
under this part of emergent problems
gffecting the rights of human subjects,
including adverse reactions to drugs, ap-
pliances, or olhcr substances.

§ 46.5 Typesof srsurances.

(a) Goeneral assurances. A gencral
assurance deseribes the review and im-
plementation procedurcs applicable to
all DHEW-supported activities con-
ducted by an organization regardless of
the number, locatici, or types of its
components or ficld activities. General
&ssurances will be required {rom organl-
zations having a significent number of
concurrent DHEW projecis or netivitics
jnvolving human subjects.

(b)Y Special assurcnces. A special as-
surance will. as a rule, describe those
review and Iniplemcntation procedures
applicable to a single project or activity.
Spectal assurances will not normally be
solicited or accepted from organizations
which have acceptable general assur-
ances on file with DHEW,

§ 46.6  Minimum requirements for gen-
eral assurances,

The organization must include as part
of ite gencral assurpnce implemeniing
guidelines that specifically provide for:

(a) The statement of principles which
will govern tlie organization in the dis-
charpe of its responsibilities for protect-
ing the rights and welfare of subjects.
This may inciude appropriate extsting
codes or declaralions, or statements for-
mulated by thie organization ftself. It is
to be understood that no such prin-
ciples supersede DHEW policy or appli-
cable law.

(b) A commiliee or committee struc-
ture which will conduct i{nitia) and con-
tinuing reviews §in accordance with the
policy outlined in ¢ 46.2. Such committee
structure or committee ghall mcet the
following requirements:

(1) The committee must be composed
of not Jess thnn five persons with vary-
ing backgrounds to assure complete and
adequnte review of projects snd sctivi-
ties commonly conducted by the organi-
zation. The committee's membership,
maturity, expericnce, and expertise must
be such as to fustify respect for its
advice and counsel. In addition to pos-
sessing the profcssional competence to
review specific activitlies, the committee
mus! be ahle to determine the accepta-
bility of the proposal in terms of the
organizaticn’s commitments and regu-
lations, applicable Jaw, standards of
professional conduct and practice, and
community attitudes. The commitice
must thercfore include persons whoss
primary concerns lic in these areas
rather than in the conduct of research,

review

' PROPOSED RULES

development, and service programs of
the types supported by DHEW.

(2) The commiitec membera shall be
{dentified to DHEW by name, ezrnicd de-
grees, i any, position or occupation.
representative capacity, or by other
pertinent indications of expericiice sucl
as board certification, licenses, etc.
Thereaftrr, changes in cormmitice meme-
bership shall be reported to DITEYY In
such form and at such times «s the Sec-
Te{aTY Mmay require.

(3) No member of a committee rhall
be involved it eilher the {nitial or con-
tinuing review of an activity in which
he has & conflicting juterest. except to
provide information requested by the
committee.

(¢) No comunittee or guorum of &
commities shkll consizt entirely of ewn-
plovecr of the organizalion.

(5) No comumittee or quorum of &
committes shall be compored entirely of
members of n single profcssional group
or lay group.

(6) The quorum of the committee
shall be defiied, but may in no event Le
less than threc immembers convened to
carry out the comm'tice’s responstbilities
under the sssurancc.

(¢) The pracedures which the orga-
nization will follow in its initial and con-
tinuing review of ypropossls and
activities.

(d) The procedurcs which the com-
mitlec will follow to provide advice and
counsel to project and program directors
with regard to the commitice’s aclions,
as well as its requirements for reporting
adverse sections, etergent problems or
proposed changes in a project or other
activity.

(¢) The procecures whicl: the arpant-
zation will follow to maintain en pailve
and effective committec and o imple-
ment its recommendations.

§ 46.7 Minimum requirements for rpe-
cial nssurances.

An scceptable special assurance shall:
(a) Identify the specific grant or con-
tract involved by its number, if known;
by its full title; and by the name of the

project or program director, principal in-

vestigator, fellow, or other person iin-
mediately responsible for the conduct of
the activity. The assurance shall be
signed by a committee satisfyving the rc-
quirements of § 46.6(h) and be executed
by an appropriate organizaiional oficial.

(b) Describe the makeup of the com-
mittee and the training. experience, and
background of {ts members;

(¢) Contain the committec's descrip-
tion in gencral terms of those risks to the
subject that it recognizes as inherent in
the activity;

(d) Describe the consent procedurcs
to be used and attach any consent state-
ment(s) to be slgned, heard, or read by
the subjecl or respensible third partics:

(e} Outline the circumstinces under
which the dircetor or investigator will be
required to inform the committee of pro-
posed changes in the activity, or of
emergent problems involving human
subjecls, .

(f) Indicate whether the dircctor or
investigator will be required to submit

) 27883

written reports, apnear for interviews, or
be visited by the committee or coramit-
tees to provide for comtinuing revicew.

§ 46.80 Obligalion 1o secure informed
conscul; prohibition of exculpatory
clauscs.

Any organtzation proposing te place
any subject at risk is obliguted to obtain
and documecat informed consent. No in-
formed consent, oral or written, cblzined
under an assurance provided pursuant
to this part shall inciude any excvipatory
language through which the subject s
made to waive or to appear o waive, any
of hic legal righta, inchxliny any releane
of the organization or its agenlsy [rom
Iiahlity for negligcence.

§ 46.5 Documentation of informed con.
sent.

The actual procedure utilized in ob-
taining Informed consent and the basis
for committes determinaticns that the
procedures are adequate and aporopriate
shall be fully dorumented. The docu-
nientation of consent will follow one of
the following threce forms:

(a) Provision of a writi?n conscnt
document embodying all of the bacsic cle-
ments of informed consen!, This doru-
ment is to be sicned by the subject or s
authorized repiesentative. A kuuple of
the document us approved by the com-
mittec is to be retained in it recosds.

(b) Provision of a "short” form writ-
ten consent document indicating that the
basic elements of informed consent have
been presented orslly to the subject or
his authorized representative. Written
summaries of «iict 1s {0 he said to the
patient are o be approved by the com-
mittee. The “short” fonn is to be sizned
by the subjcct or his authorized repre-
sentative and an auditor witness to the
oral presentaticn and to the subject’s
signature. A copy of the approved sum-
mary, annotated to show any additions,
s to be signed by the persons obtaining
the consent on hehalf of the organiza-
tionn and by the auditor witness. Sample
copies of the consent form and of the
sumumaries as gpproved by the committee
are to be retained in its records.

(¢) Modificationn of cither of the pii-
mar; procedures outlined in paragraphs
(a) end (b) of this section. Granting of
permission to use modified procedures
imposes wdditional responsibility upon
the review committee and the organiza-
tion to establish that the risk to any
subject is minimal, that use cf either of
the primary procedures for obtaining in-
formed conscut would surely invalidate
objectives of considerable immediate im-
portance, and that any reasonable glter-
native means for attainlig these objec-
tives would be less advantageous to the
subject. The commiitiec's reasons for
permitting the use of modificd proce-
dures must be individually nnd specifi-
cally documented in the minutes and in
reports of committee actions to the files
of the organizatton. All such podifica-
tions must be approved by the committec
in the minutes stgned by the committee
chairman. Approval of any such modifi-
cations should be regularly reconsidered
as & function of continuing review ond as

FIDERAL REGISTER, VOL. 38, NO. 194—TUESDAY, OCTOBER 9, 1973

1014251

00132725.002

——




27884

required for annun! review, with docu-
mentation of reaffirmation, revision, or
- discontinuation as appropriate.

§ 46.10 [Reenved)
§ 46.11 Certification, general  assur-
ances,

(a) Timely revicw. All proposals in-
volving humnn subjects submitted by or-
ganizations should Le given review and
approval prior Lo subnission to DHEW.
The proposa! or application should be
approprintely marked in the spuces
provided on {orm-, or the following state.
ment should he typed ou the lower or
right hand mivin of the poce beering
the name of 1he onictal authorizcd to sign
or exccute rpplications or proposals for
the organization.

HUMAN BUBJCCTS~—REVIEWED AND AD-
PROVED ONooiricecciccccarncccannnee

The dale of review and approval must be
no later than the propr.ul submission
datc unless an exteosion of time s
granted by the Serretary. It no event
will review of (e proposal hy the DHEW
opcrating rgency concernci! be completed
until review by the organization has Leen
certified.

(b)Y Proposals not certificd. Proposals
not properly certified, or submitted s
not {nvolviag buman subjects and found
by the opercting agency to involve hu-
man subjects, will be retumed to the
applicant fustitution. .

{(c) Notification of DHEW whcre ac-
t{vitics supported by inslitutional-type
grants. In those instances in which an
organization receives general assistance
(e.g., Instilutional-type gronts) not re.

- quiring DHFEW approval for spesific ex-
penditures, ne activity involving human
subjects shall be undertalen until the
organizitlion has subniitted to DHEW:
(1) A certification that the activity hes
been reviewed and approved in secord-
ance with this part and (2) & detesled
description of the proposed ectivity (in-
cluding any protocol or similar docu-
ment),

§ 46.12 Cenification, special assurances.

Institutions not having accepted gen-
eral assurances on file with the DHEW
must submit r special assurance with
each spplication or proposal involving
human subjects. Buch an assurance shall
be considered to provide certification
for the initial grant or contract pertod
concerned. No additional documentation
is required. If the terms of the grant or
contract recommend additional years of
support, but with pertodic award or ab-
igation of funds, sny noncompeting re-
newal application or proposal shall be
certified in the manner described in the
preceding section.

£ 46.13 Proposals lacking definite plans
for involvement of human subjcets.

Certain types of proposals are sub-
mitted with the knowledpe that subjects
are to be involved within the project
period, but definile plans for this involve-
ment cannot properly be included in
the proposal. These fnclude {(a) certain
training grants where trainee projecis
remaln to be selected, and (b) rescarch,

-~
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pllot, or devclopmental studies in which
fnvolvement depends upon such things
as the completion of instruments, or of
prior anime! studies, or upon the purifi-
cation of compounds. Buch proposals
should be reviewed and certified in the
same manner ns more definftive pro-
posal; but shall provide for resubnission
to the organizatioral commitice when
definite plans have becn completed i
sadd plans invelve the use of human
subjects. Under such circumstances. in
addition to compiving with ell other
terms of the grant or contract, no be~
tivity {nvolving the use of human rub-
jects shall he undertaken until the
organization has submitted to DIIEW:
te) a certification that the aclivity has
been reviewed and approved in accord-
anre with tlds parl after completion of
definite plans and (34> a detailed de-
scription  of the proposed aclivity
tineluding any protocol ot slmtllar docu-
ment). Where support is provided by
project grants or contrarts, subjects
shali also not be involved prior to receipt
of DIITW approvel and in the case of
contracts prior (o &Ny necessary nego-
tiation and approval of an amended
contract description of work.

§ 46.14 Proposals subimitted with the
intent  of mot  invelviug human
subjectr,

1f a proposal, At the time it is sub-
mitted to DHEW, does not anticipate
involving or inlend to involve human
subjects, no certification should be sub-
mitted. In those instances, however,
where ft laler hecomes snhpropricte to
use all or part of awarded funds for one
or more activitics which will involve
subjects, each such activity shall be re-
viewed and epproved in cccordance with
the assurance of ihe organization prior
to the involvement of subjects. In addi-
tion, no such activity shall be under-
taken unti! the organtzation has submit-
ted 10 DHEW. (&) A certification that
the activity has been reviewed and ap-
proved in sccordance with tiis part and
(b) & detailed description of the pro-
posed activity (including any protocol
or similar document). Where support is
provided by project grants or coniracts,
subjects shall also not be invoived prior
to receipt of DHEW approval and {n the
case of contracts prior to negotiation
and approval of an amended contract
description of work.

§ 46.15 Cooperalive activities.

Cooperative nctivities are those which
involve organizatjons in addition to the
grantee or prime contractor (such as a
contractor under & grantee or & subcon-
tractor under & prime contracior). In
such instances the grantec or prime con-
tractor may obtain access to all or some
of the subjects involved through one or
more cooperating organizations, Regard-
less of the distances involved and the
nature of the cooperative arrangement,
the basic DHEW policy appHes and the
graniee or prime contractni remains re-
sponsible for safeguarding the rights and
welfare of the subjects.

(a) Orpunization with general assur-
ances. Initial and continuing review by

the organization may be carried out by
ohe or a combination of procedurcs:

(1} Cooperating organizntion with ac-
cepted general assurances. When the co-
operaling organization has on fle with
DIIEW rn accepted general assuranc?,
the grantee or contractor may carry out
its own review or request the coopcrat-
fng orgruization to conduct its own in-
dependent review and to report to the
granteo's or contraclor's conuniltre the
cooperating commitice's recommenda-
tions on those aspects of the activily (hat
concern individuals for whom thie co-
operating orgenization has responsibility
in accordance with its own nscurance.
The grauntece or contractor iy, at its
discretion, coneur wilth or furiber re-
strict the recommendalicns of the co-
opcratig organizution, It is the respon-
sibility of the granlee or contractor W
malintain communication with the com-
mitices of the cooperating orgutiization.
However, the cooperating orputdzation
shall promptly notify the gren{ce ur con-
tracting organiration whencver the co-
operating organlzation finds thie conduat
of the profest or activity within its pur-
view unsetisfactory.

(2) Cooperaling organization with no
mceepled geoneral assurance, When the
cooperaling oryanizaiion does not hove
an accepted general assurance on file
with DHEW, {t Diay submit a gevneral or
special assurance to DIIEW which, if ap-
proved, will permit the grantee or con-
tractor to folluw LlLie procedure outlied
in the preceding subparsgrenh.

(3) Interinstitutional join{ reviews.

may wish to develap an agrcement with
cooperating organtaations to provide {nr
& revicw committee with reprosontatives
from cooperating orpanizaticns. Repre-
sentatives af cooperating ocganizeilious
may be appcinted as ad hoe members of
the grantec or contracting crganization’s
existing review committee or, if coopera-
tion is on a frequent or continuing basis
as between a medical schioo! and a group
of amiiated hospiiols., permanent ap-
pointments may be made, Under some
circumstances component subcommit-
tees may be established within counerat-
ing organizations. All such coopcrative
srrangements must be accepted by
DHEW as part of a general assurance, or
as an amendment to a gencral assurance,
or in unusual situations as a speclal
assurance.

(b) Orpanizationt with special assur-
ances. While responsibility for initial and
continulng review nccessarily les with
the organization as defined In §46.2,
DHEW will also require acceplable as-
surances from those cooperatuig institu~
tions having immediste responsibility
for aubjerts.

(1) It the cooperating orpanization
has on file with DIIEW an accepted gon-
eral assurance, the grantee or contracter
shall request the cooperating, organica-
tion to conduct fts own indeprrdent re-
view of those aspects of the project or
activity which will fnvelve human sub-
jects for which it has immediate respon-
sibility. Such a request shall be In writ-
ing and should provide for direet notifi-
cation of the gruniee's or contractors
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commitiee in the event that the coop-
eraling organization'’s oommittee finds

. the conduct of the activity w be un-

satisfactury.

(2) It the cooperating orzanization
does not have an sccepted general assur-
ance on file with DHEW, it must sub-
mil & gencral or special arsurance to
DHEW which i delennined by DHEW to
comply with the provisions of this part.

§46.16  Investigational new drug nume
ber.

Whcre an orranization is required to
submit & cort:bealijon under §§ 46.11,
46.12, 46.13, or 4¢.14, and the proposal
involves an juv:.tigational new drug
within the meaning of The Feod, Drug
and Cosmelic Act, the imesigational
new drug nuwmber issued by the Peod and
Drug Adminlstration, DHEW, tlall be
included with suld certifieciion, pro-
vided, however, that in thosc cases in
which the fssuanee of an investin~tional
new drup number I« pending, suid cer-
tificetion shall inclurie an assurriice thatl
such number will Lo forvarded upon re-
coipt. In no event, sholl DIICW award
funds under a grant or contract until
such number has beon supplied.

§ 46.17  Implemenintion and revision of
LTS TN N

The grantee or contracting organiza-
tion’s adminictration ls accountable to
DHEW for eflcctively carrying out the
provisions of the assurance of the organi-
zation for the protection of human sub-
jects as ac-entcd and recognized by
DLW, Revisicn in the assurance of the
organization, including the implementa-~

tton procedures, are to be reported to and

spproved by DHEW prior iu the date
such revisions become effective. Revision
without prior notifleation aund approval
may result in withdrawal of DEEW ac-
ceptance of the organization’s assurance.

§ 46.18 Organization’s
. sponsihility,

Specific exccutive functions to be con-
ducted by the administration of the or-
ganization include policy development
and promulgation and conlinuing indoc-
trination of personnel. Appropriate ad-
ministrative assistance and support shall
be provided for the committec's func-
tions. Implementation of the committec’s
recommendations through appropriate
administrative action and follow-up is a
condition of acceptance of an nssurance.
Committee approvals and favorable sc-
tions and recommendsations are subject
10 review and to disapproval or further
restriction by the organization officials,

execilive ree
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Commiittee dicapprovals, restrictions, or
conditions cannot be rescinded or re-
moved except by actinn of the comaittce
or anather appropriate review greup as
described and woucepted In the assurance
fitled witli DIEEW,

§46.19 Withholdiug of funde.

Under no circurnstinces shall an activ-
1ty involving suhicets at rist be tmple-
nmiented with DIEW funds unitl said
activity iz yoviewed and approved by or-
ganizationy) commiltes and n cortifica-
tlon of steh yeview and spproval sub-
mitled to DITEW in accorlunce with this
part. In additdan. the erpaudzation stail
respondble for such wetivity shalt nat
moreed therewith unt) they have re-
coived notification of such appreval, in-
cluding any  restuictive reguiraments
made by the conndttce or the adntiniss
tration. They shail asn be inforined and
reminded of thelr eontinuing responsi-
bility {o bring to the sttention of the
commiitlee any propesed  significant
chonges i project or activity pians or
any emtergent problems that will aficet
subjects. Where continuing review of
prejecls involves the chaunels ol admin-
istrative authority in the organizatiom,
notliflcation of commitiee actions sho.iid
be sent thirough theose chinnels. Estabe
Hshment of mechaniems for consultation
and appeal by investigators and subjsets
msay be an important conditlon of uc-
ceptance of an assurance by DHEW.

8 46.20 Organization's recorils,

(a) Coptes of all documents presented
or required for initial nnd continuing ree
view by the orgunization’s review com-
mitiee and minutes, transmitials on ac-
tions, instruciions, and conditions result-
ing from review connrittee deliberations
addressed to the activity director are o
be msade part ot the official org:niza-
tional files for the supported activity.

(b) Records of suhjiects’ consent shiall
be retained by the orgunication or or-
ganiantional componsnt in accordance
with its estublished practice, or, if no
gx;ncuce has been established, In profeet

es,

(c) Accepirnce of any DHEW grant or
contract award shall constitute the con-
sent of the grantec or contracting or-
ganization to inspection and audit of
records required under this part by au-
thorized representatives of the Seeretary.

(@) Al documents and othier records
required under this part must be retained
by the grantee or contracting organiza-
tion for & minimum of three years fol-

) 27885

lowing terinination of DHEW support of
the aetivity.

§16.21 Reports.

Fach oryanlzution with an approved
assurance shall provide the Sorretary
wilth such reports end other informiation
85 the Sceretiiry may {rom time to time
prescribe.
£ 46.22 Farly terminatinn of awands;

sanctionn for noncomplinnee.

(a) If, tn the judzent of the Suere-
{ary, an organization has fmica tn com-
ply with the terms of this pulicy with
respect to & particular DRIV pranl o
contract, he may require that said gront
or coutract be terminnted ur sucprndec
in the menner preseribed in anosliceble
graut or procurcment resulations:.

W I, in the judgment of the Scero-
tary, an organizatiun falls to dischargs
its responsibilitics for the pretecticn of
{he rigists and welfare of the subicets In
L5 enre, whether or not DITLW fund, are
involved, he may, upon reusonablc notice
to the errunization of the Lasis for such
action, fctermine that its elipibliity to
receive further DITEW grants or con-
tracts imvolving human sabjeeis shull be
terminatcd. Such disqualificetion ehall
eontinue until it is shown to tho sailsiac-
tion of the Sa2cretary thut the reasons
therefor no longer cxist.

(¢) I, in the Judzment of the Sccre-
tary, an individual rerving as prineipal
investigator, progran: director, or other
person having respousibility for the tei-
entific und techntca? direction of u proj-
ect or activity, has fatled to discliarge
his responsibilities for the protection of
the rights and welfere of hunian subjccts
in his care, the Scerelary iy, upLn rea-
sonzble notice Lo the individurl of the
basis for such action, determine that stich
Indfvidual’s eligihilily to serve as a prin-
cipal fnvestigator or progrem dircetor or
fn another similar capacity shull be ter-
minated. Such disqualificatici shall con-
tinue until it is shown to the saiisfaction
of the Secretary that the reasons tiiere~
for no lonner exist.

§ 46,23 Conditions.

The Secrelary may with respect to any
grant or contract or any cluss vf grants
or contracts impose conditions, includ-
ing conditions pertaining to informed
consent, prior to or at the time of cny
award when in his Judgment such condi-
tions are necessary for the protection of
human subjects.
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