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able to all thoese concerned, This, T am sure you will agree, will serve the publie
interest better than a plecemenl and possibly distorted relense through news-
puper articles. Por that reason, [ believe it would serve n useful purpose to
insert the report in the Congressional Record. A format endorsement by the
Secretary of the Depurtmen would add to the positive influence of this very
important report.
With kindest wishes,
Sincerely yours,
Sayx I, Brvin, Jr, Chairman,

At ar———

{Item L.A.25)

* . THE SECRETARY OF HEALTH, EDUCATION, AND WELFARE,
Washington, D.C., July 29, 1974,
Hon, Sas T, Brvixn, Jrv, ' ‘ ’
Chairman, Subcommittee on Constitutional Rights, Committee on the Judiciary,
U.S, Senate, Washington, D.C. .

DEar SenxaTor ERviy: Thank you for your letter of July 12 about issues of
individual rights nnd psychosurgery, referring to an article which appeared in
the Washington Post on June 5.

First, let me tell you how the study came to be made. There are two reports,
not one. In 1972, then Assistant Secretary for Health Merlin K. DuVal asked
the Director, Nutional Institute of Mental Health (NIMH) and the Director,
Nationn] Institute of Neurologlenl Disenses and Strokes (NINDS), to jointly
provide him with their professionnl ndvice concerning brain surgery and socinl-
1y undesirable behavior. As n result of this request and of discussions with the
Nntional Academy of Sclehces, two groups were estabiished to provide that
advice. The major task of the groups was similar, i.e., to study the many issues
involved in therapeutic appronches to abnormal behavior with a view to laying
the seientiflc franmework ns o basls for recommendations and policy formation,
There were difforences hetween the groups in specific focus or intensity of
anatysis, The NIMH group focused more on the clinfeal and psychologicnl issues
on brain surgery and behavior, while the NINDS group emphasized our current
stnte of knowledge regarding brain function as related to human clinieal ap-
pHeations. It should be strassed, however, that these are not mutually exclusive
concerns nnd ennnot be considered in isolation from each other.

The NINDS report was submitted to the Office of the Assistant Secretary on
October &. 1973 the NTMH report was snbmitted on January 21, 1974, Each
report has been reviewed officinlly by the other Institute. and comments have
been received. T am cenclosing copies of bhoth reports with this letter for your
use. Part T of the NINDS report hns been published as u supplemnent to the
Archives of Newrology, January 1, 1974, We have been providing copies of both
reports to the public on request. . ‘

.ot me stress ngain that these reports were prepared at the request of, and
to provide ndvice to, the Assistant Secretary, They do not, at this time, have
my ehdorsenient of all their detnils, As yon elearly point ont, they raise a num-
ber of medienl, legal, ethicnl, and administrative is<stes and provide recotninen-
dations concerning those issues, ITowever, the Department does not now nhor
will ‘we In the foreseeable future support resenreh efforts involving surgery on
the human heain solely for the treatment of peychintric or helinvioral problems,

.. 03-348, “Phe Nntional Regenreh Act, provides for o National Commis.
sfon for the Protection of Human Subjeete of Biomedical and Behavioral Re-
geareh, One of the duties of that Commission it to congider the use of psycho-
anrgery, ovalnate the need for it, and recommend to me policies defining the
elrenmstances (1f any) under whieh 1tg use ma © be appropriate. We anticipate
that the Connisgion will use these reports and other proposats we mav devel.
an diuring the onttrge of its deliherations, Weo will, of course, work clogely with
the Commission duving itg Hfetime to consgider and propose poticies for the
hrond range of issies involved in the protection of human subjects of bio-
medicen! and hehavioral regenreh,

T greatly apprecinte the cunport yon have given us in earlier letters, Tet
;nn nesiire you that the Department will continue to provide leadership on these
ssttes,

Sincerely, .
CAspAR W, WEINBERGER,
Scoretary.

38744 O - 74 4 8
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© [Item 1.A.26)

TaE SECRETARY OF HEALTH, FIDUCATION, AND WELFARE,
Washington, D.C., July 85, 1974
Hon, Sax J, Ervin, Jr,, :

Chairman, Subcommittes on Constitutional Rights, Committee on the Judioiary,
U.8, Senate, Washington, D.C.

DiaAR Senator Ervin: This is in further responge to your letter of Mebruary
22 requesting information about Departmental research programs aimed at
altering human behavior. .

A canvass of non-health-related agencies of the Department has identified
ten projects to which your request is applicable, One project is supported by
the Nattona! Iastitute of Education (NIE), one by the Office of Child Devel-
opment (OCD), and eight by the Social and Rehabilitation Service (SRS).

All programs under the responsibility of the Office of Eiducation.and the Na.
tional Institute of Education (NIE) have been reviewed, and bomedical and
behaviornl research designed to alter the behavior of humun subjects is not
being supported. One project supported by NIK may be a possible exception;
I am enclosing a description of it for your use, [See Item 1.C.1.]

Broadly interpreted, your request could include all education programs since
all attempt, through a learning environment, to modify human behavior. As
was the case in my reply of May 10, 1974, however, we are using the following
operational definition of behavioral modification: the systematic application of
psychological and social principles to bring about desired changes in or to
prevent development of certain “problematic” behaviors and responses. Thus,
descriptions of a number of types of research have not been included in our
inventory. Such research covers development of new knowledge and improved
materials and techniques; studies observing and analyzing human behavior;
improving the components of the educational process (structure, dynamics,
materials, teaching techniques, etc.) ; interventinng (e.g, new curriculum mate-
rials, specialized environments) to examine freely expressed and untreated
behaviors In response to interventions that lead to the development of educa-
tional interactions and environments most encouraging to the fullest develop-
ment of natural (and socially approved) behaviors; and research foctsed upon
a defined subset of human behavior—that specifically delineated aren of cog-
nitive skills and social competencies expected to be developed during the
school years. NIE is also currently supporting a small number of research
projects dealing with problematic or handicapped behavior. These projects are
designed to monitor and analyze the characteristics and effects of such beha-
vior upon the learning abilities of the individuals involved; neither the design
nordthe effect of the projects i3 to alter the behavior of the individuals under
study. .

Here too, if our operational definition omits projects of major interest to
you, we would, of course, be happy te provide information on additional cate-
.gories of projects should you so desire.

The OCD project ts focused upon “Modification of Children's Racial Atti.
tudes.” Mhis project is investigating some of the attitudinal and behavioral
components of racial prejudice in elementary school children, and assessing
the relative eficacy of varlous modification procedures upon these attitudes
and intergroup behavior at different age levels.

The SRS projects are entitled as follows : .

1. “Bvaluation of Automated ‘Iraining System for Wheelchair Pushups.”

2, “Contingency Management Systems in Medical Rehabilitation.”

3. “Operant Conditioning Methods in the Management of Chronic Pain.”

4, “"Pesting of an Automated Training System for Wheelchalr Pushups.”

5, “Shaping Self-Care Behavicrs in Children with Chronic Disabilities.”

6. “Management of Behavior in Extended Living ¥acilities for the Retarded.”

?. “Functional Skill Remediation in Hemiplegia; Behavioral Learning Ap-
proach Applied to Physical Therapy.”

8, “Development and Evaluation of Seif Help Guroups of Mothers of Children
with Birth Defects.”

1 understand that Dr. Bdwards has recently sent you copies of the document
published in the Federal Repister of May 80 which sety forth procedures gov-
erning the protection of thoge humun Subjects who participate in regearch
projects sponsored by the Department, ‘I'hig then represents the current listing
of Department projects pursitant to your request,

Sincetely,
Frank OAnruvoor,
Aoting Seoretary,

L
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B. Materials Relating to HEW Guidelines
{ITEM.LB.1] .

T

U.5. DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
Public Heulth Service National Institutes of Health
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FOREWORD

The Department's bausic policy, quoted in the first few paragraphs
. of this Guide, is simple in concept. However, simplicity in conception
is not always easily translated into simplicity in application. Many
of the basic terms of the policy, such as subject, risk, and informed
consent, ara differently understood in the severa! professions that
participate in the varied grant and contract programs supported by
the Department. This Guide provides working definitions of the policy's
more critical terms, and nutlines flexible operating procedures which
can be adapted to a variety of grant and contraci mechanisms.

A flexible policy is essential. Research, development, and the ro-
duction to practice of new ideas are not carried out in a practical,
ethical, or legal vacuum. The public interest obviously would not be
served by an inflexible approach to what can or should be done.
Ultimately, the decisions required by this policy must depend spon
the common sense and sound prefessional judgment of reasonable
mei. The Department’s policy and the Guide are i.tended to provide

“room for the exeicise of this judgment,

In its present form, the Guide reflects several years’' experience
with an earlier Public Health Service policy. It incorporates many
comments and suggestions by representatives of gruntee and con-
tractor institutions, and by consultants and staff of the operating
agencies of the Department. Future experience in the application of
the policy in the fields of health, education, and welfare will simulta- -
neously vaise questions and suggest changes. Correspondence should
be addressed to the Chief, Institutional Relations Branch, Division of
Research Grants, National institutes of Health, Bethesda, Md. 20014,

D. T, Chalkley, Ph. D.
Chief, institutional Relations Bronch
Division of Research Grants, NIH, DHEW
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FOLICY

Safeguarding the rights and welfare of human subjects involved
in activities. supported by grants or contracts from the Department
of Heaith, Education, and Welfare is the responsibility of the institu-

tion which receives or is accountable to the DHEV for the funds:

awarded for the support of the activity.

In order to provide for the adequate discharge of this institutional
responsibility, it is the polity of the Department thai no grant or
contract for an activity involving human subjects shall be made unless
the application for such support has been reviewed and approved
by an appropriate institutional committee.

This review shall determine that the rights and welfare of the
subjects involved are adequaiely protected, that the risks to an indi-
vidual are outweighed by the potentiai benefits to him or by the
importance of the knowledge to be gained, and thut informed con-
sent is to be obtained by methods that are adequate and appropriate.

In additien the cormmittee must establish a basis for continuing
review of the aciivity in keeping with these determinations.

The insiltution must submit to the DHEW, for its review, approval,
and official acceptance, an assurance of its compliance with this
policy. The institution must alse provide with each proposal involving
human subjects a certification that it has been or will be reviewed in
accordance with the institution's assurance.

No grant or contract involving human subjects at risk will be made
to an individual unless he is affiliated with or sponsored by an insti-
tution which ¢an and does assume responsibiliw for the profecﬁon

of the subjects involved.

Since the welfare of subjects is o matter of concern to the Depart-
ment of Health, Education, and Walfare as well as to the institution,
no grant or contract involving humoan subjects shall be made unlass
the proposal for such suppoit has been reviewed and approved by
an appropriate professional committee within the responsible com-

ponent of the Department. As o result of this review, the committee

may recommend to the operdting agency, and the operating agency
may require, the imposition of specific grant or contract terms pro«
viding for the protection of human subjects, including requirements
for informed consent.

APPLICABILITY
A, General

This policy applies to all grants and contracts which support ace
tivities in which subjects may be ut risk.

B. Subject

This term describes any individual who may be af risk as o conso«

Cuad
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quence of participation as a subject in research, development, demon-
stration, or other activities supported by DHEW funds.

This may include patients; outpatients: donors of organs, tissues, and
services; informants; and normal volunteers; including students who are
placed at risk during training in medical, psychological, sociological, educa-
tional, and other types of activities supported by DHEW.

Of particular concern are those subjects in groups with limited civil free-
dom. These include prisoners, residents or clients of institutions for the
mentally ill and mentally retarded, and persons subject to military discipline.

The unborn and the dead should be considered subjects to the extent
that they have rights which can be exercised by their next of kin or legally
authorized representatives.

C. At Risk

An individual is considered to be “at risk" if he may be exposed
to the possibility of harm—physical, psychological, sociological, or
other—as a tonsequence of any activity which goes beyond the
application of those established and accepted methods necessary to
meet his needs. The determination uf when an individual is at risk
is a matter of the application of common sense and sound profes-
sional judgment to the circumstances of the activity in question.
Responsibility for this determination resides at all levels of institu«
tional and departmental review. Definitive determination will be made
by the operating agency. .

D. Types of Risks and Applicability of the Policy

I. Certain risks are inherent in life itself, at the time and in the places
where life runs its course. This policy is not concerned with the ordinary
risks of public or private living, or those risks associated with admission
to & school or hospital, It is not concerned with the risks inherent in pro-
fessional practice as long as these do not exceed the bounds of established
and accepted procedures, including innovative practices applied in the
interest of the individual patient, sfuc?enf or client,

Risk and the applicability of this policy are most obvious in medical and
behavioral science research projects involving procedures that may induce
a potentially harmful altered physical state or condition. Surgical and
biopsy procedures: the removal of organs or tissues for study, reference,
transplantation, or banking; the administration of drugs or radiation; the
use of indwelling catheters or electrodes: the requirement of strenuous
physical exertion: subjection to deceit, public embarrassment, and humilia-
tion are all examples of procedures whicﬁ require thorough scrutiny by both
the Department of MHealth, Education, and Welfare and institutional com-
mittess. In general those projects which involve risk of physical of psy-
chological injury require prior written consent,

2. There is & wide range of medical, social, and behavioral projects
and activities in which no immediate physical risk to the subject is in-
volved: e.g., those utilizing personality inventories, interviews, questionnaires,
or the use of observation, photographs, taped records, or stored data.
However, some of these procedures may involve varying degrees of dis.
comfort, harassment, invasion of privacy, or may constitute a threat to the

Uy ey
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subject's dignity through the imposition of demeaning or dehumanizing
conditions. :

" 3. There are also medical and biomedical projects concerned solely with
organs, tissues, body fluids, and other materials obtained in the course of
the routine performance of medical services such as diagnosis, treatment
and care, or at autopsy. The use of these materials obviously involves no
element of physical risk to the subject. However, their use for many research,
training, and service purposes may present psychological, sociological, or
legal risks to the subject or his authorized representatives. In these instances,
application of the policy requires review to determine that the cir-
cumstances under which the materials were procured were appropriate
and that adequate and appropriate consent was, or can be, obtained for
the use of these materials for project purposes.

4, Similarly, some studies depenJJ upon stored data or information
which was often obtained for quite different purposes. Here, the reviews
should also determine whether the use of these materials is within the
scope of the original consent, or whether consent can be obtained.

E. Established and Accepted Methods

Some methods become established through rigorous standardization
procedures prescribed, as in the case of drugs or iiologicals. by law or,
as in the case of many educational tests, through the aegis of professional
societies or nonprofit agencies. Acceptance is a matter of professional
response, and determinafion as to when a method passes from the experi-
mSnfal stage and becomes “established and accepted' is a matter of
judgment.
! In determining what constitutes an established and accepted method,.
consideration should be given to both national and local standards of
practice. A management procedure may become temporarily established
in the routine of a local institution but still fail to win acceptance at the
national level. A psychological inventory may be accepted nationally,
" but still contain duestions which are disturbing or offensive to a local
population. Surgical procedures which ae established and accepted in
one part of the country may be considered experimental in another, not
due to inherent deficiencies, but because of the lack of proper facilities
and trained personnel. Diagnostic procedures which are routine in the
United States may pose serious hazards to an undernourished, heavily in-
fected, overseas population.

If doubt exists as to whether the procedures to be employed are estab-
lished and accepted, the activity should be subject to review and ap-
proval by the institutional committee.

F. Necessity to Meet Needs

Even if considered established and accepted, the method may place
the subject at risk if it is being employed for purposes other than to
meet the needs of the subject. Detarmination by an attending professional
that a particular treatment, iest, regimen, or curriculum is appropriate for
a particular subject to meet his needs limits the attendant risks to those
inherent in the delivery of services, or in training. _

On the other hand, arbitrary, random, or other assignment of subjects
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to differing treatment or study groups in the interests of a DHEW sup-
ported activity, rather than in the strict interests of the subject, introduces
the possibility of exposing him to additional risk. Even comparisons of two
or more established and accepted methods may potentially involve exposure
of at least some of the subjects to addi’rionar risks. Any alteration of the
choice, scope, or timing of an otherwise established and accepted method,
primarily in the interests of a DHEW activity, also raises the issue of
addh-ional risk, : .

It doubt exists as to whether the procedures are intended solely to
meet the needs of the subject, the actvity should be subject to review
and approval by the institutional committae.

INSTITUTIONAL REVIEW
A. Initial Review of Projects

|. Review must be carried out by an appropriate institutional com-
mittee. The committee may be an existing one, such as a t oard of trustees,
medical staff committee, utilization committee, or research committee, or
it may be spocially constituted for the purpose of this review. Institutions
may utilize subcommittees to represent major administrative or subordinate
components in those instances where establishment of a single committee
is ig\prhac’ricable or inadvisable. The institution may utilize staff, consultants,
or both, ' :

The committee must be composed of sufficient members with varying
backgrounds to assure complete and adequate review of projects and
activities commonly conducted by the institution. The committee's mem-
bership, maturity, experience, and expertise should be such as to justify
respect for its advice and counsel. No member of an institutional committes
shall be involved in either the initial or continuing review of a1 activity
in which he has a professional responsibility, except to provide informa-
tion requested by the committee, In addition to possessing the professional
competence to review specific activities, the committee should be able to
determine acceptability of the proposal in terms of institutional commit-
ments and requlations, applicable law, standards of professional conduct
and practice, and community attitudes.! The committee may therefore
need to include persons whose primary concerns lie in these areas rather
than in the conduct of research, development, and service programs of
the types supported by the DHEW. '

If an institution is so small that it cannot appoint a suitable committee
from its own staff, it should appoint members from outside the institution.

Committee members shall be identified by name, occupation or
position, and by other pertinent indications of experience ond come
petence in areas pertinent to the areas of review such as earned
degrees, board certifications, licensures, memberships, ote,

Temporary replacement of a committee member by an alternate of
comparable experience and compelence is permitted in the event a mems
wrl_t;_lhhogﬁ;\nuod States, the regulations of the Food and Drug Administration (21 CER 130)
provide that the commillee must possess competencies to delerraine accoptability of the

project In these terms In order fo review proposals for Investigational now drug (IND)
studies,
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ber is momentarily unable to fulfill committee responsibility. The DHEW
should be notified of any permanent replacement or additions.

2. The ‘institution should adopt o statement of principles that will
assist it in the discharge of its responsibilities for protecting the rights
and welfare of subjects. This may be an appropriate existing code
ot declaration or one formulated by the institution itself.2 It is to be
understood that no such principles supersede DHEW policy or appli-
cable law. ‘

3, Review begins with the identification of those projects or acfivities -
which involve subjects who may be at risk, In institutions with large grant
and contract programs, administrative staff may be delegated the responsi-
bility of separating those projects which do not involve human subjects
in any degree; i.e., animal and nonhuman materials studies. However, deter-
minations as to whether any project or activity involves human subjects
at risk is a professional responsibility to be discﬁarged through review by
the committee, or by subcommittees,

If review determines that the procedures to be applied are to be limited
‘to those considered by the committee to be established, accepted, and
necessary to the needs of the subject, review need go no further; and the
application should be certified as approved by the committee. Such proj-
ects 3knvolve human subjects, but these subjects are not considered to be
at risk,

If review determines that the procedures to be applied will place the
subject at risk, review should be uxpanded to include the issues of the
protection of the subject's rights and welfare, of the relative weight of
risks and benefits, and of the provision of adequate and appropriate con-
sent procedures.
~ Where required by workload considerations or by geographic separa-
tion of operating units, subcommittees or mail review may be utilized to
provide preliminary review of applications,

Final review of projects involving subjects at risk should be carried out
by a quorum of the committee.t Such review should determine, through
review of reports by subcommittees, or through its own examination of
applications or of protocols, or through interviews with those individuals
who will have professional responsibility for the proposed project or activity,
or through other acceptable procedures that the requirements of the
insﬁfuﬁonal assurance and of DHEW policy have been met, specifically
that:

o, The rights and welfare of the subjects are adequately protected,

Institutional committees should carefully examine applications,
protocols, or descriptions of work to arrive at an independent deter-
mination of possible risks. The committee must be alert to the possi-
bility that investigators, program directors, or contractors may, quite
unintentionully, introduce unnecessary or unacceptable hazards, or
fall to provide adequate safeguards, This peo sibility is particularly
true if the project crosses disciplinary lines, involves new and untried
procedures, or involves established and accepted procedures which
are new to the personnel applying them, Committees must also assure

250me of the exisling codes or stalements of principles concernad with the proteciion of
Human subjects In resedrch, Investigatlon, and care are listed in allachment €.

$in the United States, the quotum reviewing investigational new drug studies must satisty
toquitements of the Food and Drug Administration (21 GFR1130),
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themselves that proper precautions will be taken to deal with emer-
gencies that may develop even in the course of seemingly routine
activities. '

When appropriate, provision should be made for safequarding informa-
tion that coul_dpbe traced to, or identified with, subjects. The committee
may require the project or activity director to take steps to insure the
confidentiality and security of data, particularly if it may not always remain
under his direct control.

Safeguards include, initially, the careful design of questionnaires, in-
ventories, interview schedulss, and other data gathering instruments and
procedures to limit the personal information to be acquired to that
absolutely essential to the project or acfivig/. Additional safeguards include
the encoding or enciphering of names, addrasses, serial numbers, and of
dafa transferred to tapes, c?iscs. and printouts. Secure, locked spaces and
cabinets may be necessary for handling and storing documents and
files. Codes and ciphers should always be kept in secure places, distinctly
separate from encoded and enciphered data. The shipment, delivery, and

. transfer of all data, printouts, and files between oances and institutions
may renuire careful controls. Computer to computer transmission of data
mag be restricted or forbidden. '

rovision should also be made for the destruction of all edited, obsolete
or depleted data on punched cards, tapes, discs, and other records. The
committee may also determine a future date for destruction of all stored
primary data pertaining to a project or activity. - :

Particularly relevant to the decision of the committees are those rights
of the subject that are defined by law. The committee should familiarize
itself through consultation with legal counsel with these statutes and com-
mon law precedents which may bear on its decisions. The provisions of
this policy may not be construed in any manner or sense that would
abrogate, supersede, or moderate more restrictive applicable law or pre-
cedential legal decisions.

Laws may define what constitutes consent and who may give consent,
prescribe or proscribe the performance of certain medical and surgical
procedures, protect confidential communications, define negli?ence. define
invasion of privacy, require disclosure of records pursuant to legal process,
and limit charitable and governmental immunity (sce, e.g., the University
of Pittsburgh Law Manual).

b. The risks to an individual are outweighed by the potential
benefits to him or by the importance of the knowledge to be gained.

The committee should carefully weigh the known or foreseeable risks
to be encountered by subjects, fKe probable benefits that mar accrue 1o
them, and the probuble benefits to humanity that may result from the
subject's participation in the E"Oi“f or activity, If it seems probable
that participation will confer substantial benefits on the subjects, the com-
mittee may be justified in permitting them to accept commensurate or
lesser risks, If the potential benefits are insubstantial, or are outweighed by
risks, the committes may be justified in ﬁermiffinq the subjects to accept
these risks in the interests of Lumanify. The committee should consider the

ossibility that subjects, or those authorized to represent subjects, mez

Ee motivated to accept risks for unsuitable or inadequate reasons. In suc
instances the consent procedurss adopted should incorporate adequate
safeguards.

-~
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Compensation ta voluntesrs should never be such as to constitute an
undue inducement,

No subject can be expected to understand the issues of risks and
benefits as fully as the committee. Its agreement that consent can reason-
ably be sought for subject participation in a project or activity is of
paramount practical importance. '

""The informed consent of the subject, while often a legal necessity is a

goal toward which we must strive, but hardly ever achieve except in the

simplest cases."
(Henty K., Beecher, M.D.)

¢. The informed consent of subjects will be obtained by methods

that are adequate and appropriate. -

Note.~in the United States, adhorance to the regulations of the Food and Drug Adminise
tration (21 CFR 130) governing consent in projects invelving Investigational new drugs
(IND) is required by law. . ‘

Informed consent is the agreement obtained from a subject, or from
his authorized representative, to the subject's participation in an
activity. .

The basic elements of inforined consent are:

1. A fair explanation of the procedures to he followed, includ-
ing an identification of those which are experimental;

. A description of the attendant discomforts and risks;
A description of the benefits to be expected;
A disclosure of appropriate alternative procedures that would
be advantageous for the subject;
An offer to answer any inquiries conceming the proceduras;
An instruction that the subject is free to withdraw his consent
and to discontinue participation in the project or activity at
any time,

In addition, the agreement, written or oral, entered Into by the
subject, should include no exculpatory language through which the
subject is made to waive, or to appedr to waive, any of his legal
rights, or to release the institution or its agents from liability for
negligence .4 ' '

Informed consent must be documented (see Documentation,. p, 160, .
Consent should be obtained, whenever practicable, from the subjects
themselves, When the sub'\ec’r group will include individuals who are not

legally or physically capable of giving informed consent, because of age,
mental incapacity, or inability to communicate, the review committee
should consider +Ke validity of consent by next of kin, legal guardians, or
by other qualified third parties reprasentative of the subjects' interests,
In such instances, careful consideration should be given by the committee
not only to whether these third parties can be presumed to have the
hecessary depth of inferest and concern with the subjects' rights and
welfare, but also to whether these .third parties will be legally authorized
to expose the subjects to the risks involved,

TVISRRENS

4 Use of Ox;:ulpalory clauses In consant documents Is constderad contrary to public poliey,
Yunkl vs, Rogents of Univertity of Culifornia, 60 Cal. 2d 92, 32 Cal. Rpir33, 363 P, 2d
441 (1963), Annol,, &6 ALR, 3d 693 (1966),

o
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The review committee will determine if the consent required, whether
to be secured before the fact, in writing or orally, or after the fact follow-.
ing debriefing, or whether implicit in voluntary participation in an ade-
quately advertised activity, is appropriate in the light of the risks to
the suﬁjech and the circumstances of the project.

The review committee will also determine if the information to be given
to the subject, or to qualified third parties, in writing or orally, is a fair
explanation of the project or activity, of its possible benefits, and of its
attendant hazards. ' '

Where an activity involves therapy, diagnosis, or management, and a
professional/patient relationship exists, it is necessary ''to recognize that
each patient's mental and emotional condition is important . . . and that
in diccussing the element of risk, a certain amount of discretion must be
employed consistent with full disclosure of fact necessary to any informed
consent," §

Where an activity does not involve therapy, diagnosis, or management,
and a Professional/subiec* rather than a professional/patient relationship
exists, "'the subject is entitled to a full and frank cisclosure of all the facts,
probabilities, and opinions which a reasonable man might be expected to
consider before giving his consant.” 6 '

When debriefiing procedures are considered as a necessary part of the
plan, the committee should - a:certain that the e will be complete and
prompt,

B. Continving Review

This is an essential part of thu review process. While proceduses for
continuing review of ongoing projects_ and activities should be based in
principle on the initial review criteria, they should also be adapted to the
size_ and administrative structure of the institution. Institutions which are
small and compact and in which the committee members ar¢ in day-to-day
contact with professional staff may be able to funciion effe tive., «ith some
informality. Institutions which have placed responsibility for eview in boards
of trustees, utilization committees, and similar groups that meet on frequent
schedules may find it possible to have projects re-reviewed during these
meetings,

In larger institutions with more complex administrative structures and
specially appointed committees, these committees may - acopt a varety
of continuing review mechanisms They may involve systematic review of
projects at fixod intervals, or at intervals set by the cornmittee com-
mensurate with the project's risk. Thus, a project involving an untried

rocedure may initially require reconsideration as each subject completes
Eis involvement. A highly routine project may need no more than annual
“revisw. Routine diagnostic service procedures, such as biopsy and autopsy,

which contribute to research and J:emons*raﬁm activities generally require
no more than annual review. Spot checks may be used to supplement sched-
uled reviews.

Actual review may involve interviews with the responsible staff, or

2d 17011,
4 Halushka vs. University of Saskalchewan, (1965) 53 D.LR, (24d).,

surviyi%gsyaightinc.com




9

review of written reports and supporting documents and forms. In any
event, such review must be completed at least annually fo permit certi-
fications of review on noncompeting continuation applications.

C. Communication of the Committee's Action, Advice, and
Counsel

If the committee's overall recommendation is favorable, it may simultane-
ously prescribe restrictions or conditions under which the activity may be
conducted, dafine substantial changes in the research plans which should be
brought to its attention, and determine the nature ancffrequency of interim
review procedures fo insure continued acceptable conduct of the research

Favorable recommendutions by an institutional committee are, of
course, always subject to further appropriate review and rejection
by institution officials,

Unfavorable recommendations, restrictions, or conditions cannot be
removed except by the committee or by the action of another appro-
priate review group described in the assurance filed with the Depart-
ment of Hoalth, Education, and Welfare,

Staff with supervisory responsibility for investigators and program direc-
tors whose projects of activities have bean disapproved or restricted, and
institutional administrative and financial ufficers should be informed of the -
committee's recommendations. Responsible professional staff should be in-
formed of the reasons for any adverse actions taken by the institutional
committee.

The committee should be prepared at all times to provide advice and
counsel to staff developing new projects or activities or contemplating re-
vision of ongoing projects or disapproved proposals.

D. Maintenance of an Active and Effective Committee

Institutions should establish policy determining overall committes com-
position, including provisions for rotation of memberships and appointment -
of chairmen. Channels of responsibility should be established for im-
plementation of committee recommendations as they may affect the actions
of responsible professional staff, grants and contracts officers, business
officers, and other responsible staff, Provisions should be made for remedial
action in the event of disregard of committes recommendations.

ASSURANCES

A. Negotiation of Assurances

An institution applying to the DHEW for o grant or contract invelve
ing human subjects must provide written assurance that it will abide
by DHEW policy. The assurance shall embody a statement of com-
pliance with DHEW requirements for initial and continuing commitiee
review of the supported activities; o set of implementing guidelines,
including identification of the committee, and a description of its
review procedures o, in the case of special assurances concerned
with single projects or activities, a report of initial findings and pro«

HaThd O - 140 P
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posed continuing review procedures. Institutions that have not previ-
ously filed assurances should request instructions for the preparation
of an assurance from the Division of Research Grants, National
Institutes of Health. o

Negotiation of assurances is the responsibility of the DRG, NIH.
Negotiation will be initiated on receipt of a copy of a grant applica-
tion, a contract proposal, or other documentation identifying the
project and the offeror or sponsoring institution.

Assurances will not he accepted from institutions or institutional
components which do not have control over the expenditure of DHEW
- grant or contract funds unless they are an active part of a cooperative

project or activity. '

An assurance will be accepted only aficr review and approval by
the DRG, NiIH.

B. Types of Assurance

Assurances may be one of two types:

1. General assurance.—A genaral assurance describes the review
and implementation procedures applicable to all PHEW-suppo-ted
activities within an institution, regardless of the number, location, or
types of i's components (see attachment A). General assurances will
be required fro n institutions having o significant number of concurrent '
DHEW projects or activities involving human subjects.

2. Special ussurance.—A special assurance will, as a rule, describe
those revir v and implementation procedures applicable to a single
project or activity (see attachment B). Speclal assufances may also
be approved in modified forms to meet unusual requirements zither
of the operating agency or of the institution receiving a grant or
confract. Special assurances are not to be solicited from Institutions
which have accepted general assurances on file.

C. Minimum Requirements for General Assurances

1. Statement of compliance.~—A formal statement of compliance
wfgh I')HEW policy must be executed by an appropriate institutional
official.

2. Implementing. guidelines.~The institution must include as part -
of its assurance implementing guidelines that specifically provide for: -

a. The statement of principles that will assist the institution in the
discharge of its responsibilities for protecting the rights and welfare
of subjects. This may be an approprite existing code or declaration
or onhe formulated by the institution itself.

b. A committee or committee structure which will conduct initial
and continving reviews. Committee members shall be identifled by
name, occupciion or position, and by other pertinent indications of
expetience and competence in areas pertinent to the areus of review
such 4s edrned degrees, board certifications, licensures, membershiys,
ofc.

¢. The procedures which. the institution will follow In cartying out
"': initial and continving review of proposals and activities to insure
that:

-

]
]
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(1) The rights and welfare of subjects are adequately protected;

{2) The risks to subjects are outweighed by potential benefits;

{3) The informed consent of subjects will he obtained by methods
that are adequate and appropriate,

d. The procedures which the committee will follow to provide ad-
vice and counsel to project and program directors with regard to the
committee's actions as well as the requirement for reporting to the
cemmittee any emergent problems or proposed procedural changes,

e. The procedures which the institution will follow to maintain
e;n active and effective committee and to implement its recommendai-
fions,

D. Minimum Requirements for Speciai Assurance

An acceptable special assurance covering a single activity consists
of a properly completed statement of compliance, similar to that
illustrated by attachment B, This assurance shall identify the specific
grant or contract involved by its number, if known; by its full title;
and by the name of the project or program director, principal investi-
‘gator, fellow, or other person immediately responsible for the con-
duct of the activity, The assuiunce shall be signed by a committee
of not fewer than three members and executed by an appropriate
institutional official. The committee shall describe in general terms
those risks to the subject that it recognizes as inherent in the activity.
Consent procedures fo be used are fo be described. Any consent

statement to be signed, heard, or read by the subject or responsible
third parties should be attached. The assurance should outline the
circumstances under which the director or investigator will be required
to inform the committee of proposed changes in the activity, or of
emergent problems involving human subjects. The assurance should
also indicate whether the director or investigator will be required
to submit written reports, appear for interview, or be visited by the
committee or committees to provide for continuving review. It should
also indicate the intervals at which such reviews wi takp place,

TIMING AND CERTIFICATION OF INSTITUTIONAL REVIEW
" A, General Assurances

1. Timely review.—All proposals involving human subjects submit-

ted by institutions with accepted general assurances should, whenever
possible, be given institutional review and approval prior to submis-
sion to the DHEW. The proposal ot application should be appropriately
marked in the spaces provided on forms, or the following statoment
should be typed on the lower or right hand margin of the page
bearing the name of the institutional official authorized to sign of
execute applications or proposals for the institution:
UHUMAN SUBJECTS~REVIEWED AND APPROVED ON ____(date)___.."
(This date should be no more than 90 days prior to the submission
date, and must not be more than 12 months ptior to the proposed
starting date.)

2, Pending review.~If it will be necessary to delay the raview, the

e
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proposal is to be appropriately marked in the spaces provided on
forms, or the following statement is to be typed in the lower or right
hand margin of the page bearing the name of the institutional official
- avthorized to sign or execute applications or proposals for the insti-
fution:’

“"HUMAN SUBJECTS—REVIEW PENDING ON ___(date)___."

(This date should be at least one month earlier than the proposed
::arm’\g date of the project to avoid possible conflict with the award
afe,

3. Completion of pending review ~—Review should be initiated as
soon as possible after the submission of the proposal so that final
- dction can be completed prior to the pending review date. If this
final action is disapproval, or is approval contingent on substantive
changes in the proposal, the operating agency is to be notified
promptly by telegram; an immediate confirmatory letter; and, where
appropriate, by withdrawal of the application from further considera~
tion by the agency.

4. Institutional review of proposals lacking definite plans or spe-
cifications for the involvement of human subjects.—Certain types of
proposdls are submitted with the knowledge that human subjects
are fo be involved within the project period, but definite plans for
this involvemen! cannot properly be included in the proposal. These
include (1) certain training grants where frainee projects remain to
be selected, and (2) research, pilot, or develupmental studies in which
involvement depends upon such things as the completion . Instru-
ments, or of prior animal studies, or upon the purification of com-
‘pounds. _

Such proposals should be reviewed and certified in the sume man-
ner as more complete proposals. The initial cortification indicates
institutional approval of the applications as submitted, and commits
the institution to later review of the plans when completed. Such
later review should be completed prior 1o the beginning of the budget
period during which actual involvement of human subjects is to begin.

5. Institutional review of proposals not submitted with the intent
of involving human subjects.—If a proposal, at the time it is sub-
mitted to the DHEW, does not anticipate involving or intend to involve
human subjects, no certification should be submitted. In those in-
stances, however, where funds are awarded in response to the pro«
posal and it ‘ater becomes appropriate to use all or parts of these
funds for activities which will involve human subjects, such use -
must be reviewed and approved In accordance with the institutional
assurance prior to the use of subjects:

o. Where support is provided by project grants or contracts, review
and approval of such changes must be certified to the awarding
agency or contracting ugency, together with o description of the
proposed change in the project plan or contract workscope. Subjects
should not be used prior to receipt of approvul from agency staff or
from the project officer concerned.

b, Where support is provided by a mandatoty grant or institutional
grant, in which cases the institution determines within broad guide-
lines the project or activities supported, including the use of human

S
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subjects (i.e., general research support grants, clinical research center
profects), review must be carried out in accordance with the institu-
fional assurance. Certification for individual projects need not be
forwarded to the awarding agency.

Whenever the committee is uncertain as to whether a thange
should or should not be reported, the question should be referred
to the operating agency concerned.

All certifications are subject to verfication by DHEW representatives
authorized to examine institutional and committee records.

B. Special Assurances

When a special assurance is submitted, it provides certification
for the initial grant or contract period concerned. No additional docu-
mentation is required. If the terms of the grant or contract provide
for additional years of support, with annual obligation or funds,
the noncompeting renewal application or proposal shall be certifled
in the manner described in the preceding section.

COOPERATIVE ACTIVITIES

Cooperative activities are those which involve other than the
grantee or prime centractor (such as a contractor under a grantee or
o subcontractor under a prime contractor). In such instances the
grantee ot prime contractor may obtain access to all or some of the
human subjects involved through the cooperating institution. Regard-
less of the distances involved and the nature of the <ouperative
arrangement, the basic DHEW policy applies and the grantee or prime
contractor remains responsible for safeguarding the rights and wel-
fare of the subjects. The manner in which this responsibility can be
discharged depends on whether the grantee or contractor holds an
institutional general assurance or an institutional special assurance.

A. Institutions with General Assurances

1. lnitial and continuing institutional review may be carried out by

one or a combination of procedures:

By the grantee's or contractor's committee; :

~By the committee reviews conducted at both institutions; or

~Through cooperation of appropriate individvals or committees

fepresenting the cooperating institution,

The procedutes to be followed must be made a matter cf record in-
the institutional files for the grant or contract before funds ate re-
leased by the grantee or contractor for the cooperative project. There
are three relationships that may govetn in reference to the cooperating
institution:

a. Cooperating institutions with accepted general assurances
When the cooperating institution has on file with the DHEW an ac-
cepted general assurance, the grantee or contractor may request the
cooperator to conduct its own independent review and to report to
the- arantee’s ot contractor's committee the cooperating committee's
recommendations on those aspects of the activity that concern indi«

Y
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viduals for whom the cooperating institution has responsibility in
accordance with its own assurance. The grantee or contractor may, -
at its discretion, concur with or further restrict the recommendations
‘of the cooperating institution, It is the responsibility of the grantee or
contractor to maintain communication with the cooperating institu-
tional committees. The cooperating institution should promptly notify
the grantee or contracting institution whenever the cooperating insti-
tution finds the conduct of the project or activity within its purview
unsatisfactory. : - )

b. Cooperating institution with no accepted general assurance
When the cooperating institution does not have an accepted assurance
on file with the DHEW, the awarding agency concerned may request
the DRG, NIH, to negotiate an assurance,

¢. Interinstitutional joint reviews.—The grantee or contracting insti-
tution may wish to develop an agreement with cooperating institutions
to provide .for a review committee with representatives from coop-
eruting institutions., Representatives of cooperating institutions may
be appointed as ad hoc members of the grantee or contracting insti-
tution's existing review committee or, if cooperation is on a frequent
or continving basis as between o medical school and a group of
affiliated hospitals, appointments may be made permanent, Under
some circumstances component subcommittees may be established
within cooperating institutions, All such cooperative arrangements
must be accepted by the Department as part of a general assurance,
ar as an amendment to a general assurance, or in unusual situations
as determined by the DRG, NIH, as a special assurance.

B. Institutions with Special Assurances

While responsibility for initial and continuing review necessarily
lies with the contractor, the DHEW will also require acceptable assur-
ances from those cooperating institutions having immediate responsi-
bility for subjects. ,

If the cooperating institution has on file with the DHEW an ac-
cepted general assurance, the contractor shall request the cooperator
to conduct its own independent teview of those cspects of the
project or activity which will invelve human subjects for which it has
immediats responsibility. Such o request shall be in writing and should
provide for direct nofification of the contractor's committee in the
event that the cooperator's committee finds the conduct of the activity
unsatisfaciory.

If the cooperating institution does not have an accepted general
assurance on file with the DHEW, the opercting agency concetned
must request the DRG, NIH, to negotiate an assurance. ‘

INSTITUTIONAL ADMINISTRATION OF ASSURANCES

A. Institutional Responsibility

The grantee or contracting institution's administration is accountable
to the Department for effectively carrying out the provisions of the
institutional assurance for the protection of human subjects as ac-

. Y .
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cepted and recognized by the Department. Revisions in the institu-
tional assurance, including the implementing procedures, are to be
reported to the Department prior to the date such revisions become
effective. Revision without prior notification may result in withdrawal
of departmental recognition of the institution’s assvrance.

B. Executive Functions

Specific executive functions to be conducted by the institutional .
- administration include institutional policy formulation, development,
promulgation, and continuing indoctrination of personnel. Appropriate
administrative assistance and support must be provided for the com-
mittee’s functions. Implementation of the committee's recommenda-
tions through appropriate administrative action and followup is «a
condition of acceptance of an assurance. Committee approvals and
recommendations are, of course, subject to revicw and to disapproval
or further restriction by institutional officicis. Committee disapprovals,
restrictions, or conditions cannot he rescinded or removed except
by action of the committee or another appropriate review group as
described and accepted in the assurance filed with the Department.

C. Assurance Implementation

Under no circumstances shall proposed activity plans, not approved
by the committee, be implemented with Department funds. The prin«
cipal investigator, program or project diractor, or other responsible
staff must be notified as promptly as possible of committee actions,
including any restrictive recommendations made by the institutional
committee or the administration, They must also be informed and
reminded of their continuing respounsibility to bring to the attention
of the committee any proposed significant changes in project or
activity .plans or any emergent problems that will affect human
subjects, Where continuing review of projects involves the channels
of administrative authority in the institution, notification of committee

" actions should be sent through these channels. Establishment of

mechanisms for consultation and appeal by investigators and subjects
may he an important condition of acceptance of an assurance by the
Depqﬂmenf. S '

D. Documentation

1. General.~—~Dgvelopment of appropriate documentation and re-
porting procedures is an essential administrative function, The files
must include’ coples of all documents presented or required for initial
and continuing review by the institutional review committee and
transmittals on actions, instructions, and conditions resulting from
roview committee deliberations addressed to the activity director
are to be made part of the official institutional files for the supported
activity, Committee meeting minutes including records of discussions
of substantive issues and their resolution are to be retdined by the
institution and be made available upon recuest to representatives
of the DHEW., '

e
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2. Informed consent.~An institution proposing to place any indi~
vidval at risk is obliguted to obtain and document his informed
consent; the terms “at risk"” and “informed consent” will apply as.
dofined previously.

The actual procedure in obtaining informed consent end the basis
for committee determinations that the procedures are adequate and
appropriate are to be fully documented. The documentation will fol-
low one of the following three forms:

a. Provision of a written consent document embodying all of the
basic elements of informed consent. This form is to be signed by the
subject or his authorized represeniative. A sample of the form as
approved by the committee is to be retained in its records, Completed
forms are to be handled in accordance with institutional practice.

b. Provision of a “short" form written consent document indicating
that the basic elements of informed consent have been presented
orally to the subject. Written summaries of what is to be said to the
patient are to be approved by the committee. The “short” form is to
be signed by the subject or his authorized representative and an
auditor-witness fo the oral presentation and to the subject’s or his
avthorized representative's signature, A copy of the approved sum-
mary, annotated to show any additions, is to be signed by the persons
obtaining the consent on behalf of the institution and by the auditor-
witness. Sample copies of the consent form and of the summaries
- as approved by the committee are to be retained in its records.
Completed forms are to be handled in accordance with institutional
practice, )

¢. Modificalion of either of the above two primary procedures.
All such modifications must be approved by the committee in the
minutes signed by the committee chairman, Granting of permission
to use modifled procedures imposes additional responsibility upon
the review committee and the institution to establish that the risk to
any subject is minimum, that use of either of the primary procedures
for obtaining informed consent would surely invelidate objectives
of considerable immediate importance, and that any reasonable alter~
native means for attaining these objectives would be less advantae
geous fo the subject.

The committee's reasons for permitting modification or elimination
of any of the six basic elements of informed consent, or for altering
requirements-for a subject's signature, or for signature of an auditor«
witness, or for substitutien (i.e., debriefing), or other modification of
full, compiete, written ptior consent, must be individually and spe-
cifically documented in the minutes and in reports of committee ections
to the institutional files, Approval of any such modifications should
be regularly reconsidered as a function of continuing review and as
required for annual review, with documentation of reaffirmation, re-
vision, or discontinuation as appropriate.

3. Reporting to DHEW .—No routine reports to DHEW are required,
Significant changes in policy, procedure, or committee structyre shall,
however, be promptly teported to the DRG, NIH, for review and ae-
ceptance. Review of these changes or of institutonal and other
records of performance under the terms and conditions of DHEW
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policy, may requite renegotiation of the assurance or such other action
as may be appiopriate. - :

ENFORCEMENT

~ The DRG, NIH, will follow up reports by reviewers, evaluators, con~ -
sultants, and staff of the DHEW indicating concern for the welfare
of subjects involved in approved and funded grants or contracts, and
of subjects potentially involved in activities approved but not funded,
and in disapproved proposals. On the basis oi these reports and
of other sources of information, the DRG, NIH, may, in collaboration
with the operating agency concerned, correspond with or visit insti«
tutions to discuss correction of any apparent deficiencies in its imple-
mentation of the procedures described in its institutional assurance.
_ 1§, in the judgment of the Secretary, an institution has failed in @
material manner to comply with the terms of this policy with respect
to a particular DHEW grant or contract, he may require that it be
terminated in the manner provided for in applicable grant or procure-
ment regulations. The institution shall be promptly notified of such
finding and of the reason therefor. :

If, in the judgment of the Secretary, an institution fails fo discharge
its responsibilities for the protection of the rights and welfare of the
individuals in its care, whether or not DHEW funds are involved,
he may question whether the institution and the individuals ron-
cerned should remain eligible to receive future DHEW funds for
activities involving human subjects. The institution and individuals
c'c:ncemed shall be promptly notified of this finding and of the reasons
therefor,

DEPARTMENTAL REVIEW OF ASSURANCES

All assurances submitted for approval are to be forwarded to the
DRG, NIH, for review and acceptance on behalf of the Depariment.
Review will be principally concerned with the adenuacy of the pro-
posed committee in the light of the probable scope of the applicant
institution's activities, and with the appropriateness of the proposed
initial and continuing review in the light of the probable risks to be
encountered, the types of subject populations involved, and the size
and complexity of the .institution’s administration. Institutions sub-

. mitting inadequate assurances will be informed of deficiencies. The
appropriate operating agency will be kept informed, on request, of
the status and acceptance of an assurance, :

bl
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ATTACHMENT A

EXAMPLE OF A STATEMENT OF COMPLIANCE :
PART ONE OF A GENERAL INSTITUTIONAL ASSURANCE

The (name of instituiion) will comply with the polivy for the pro-
tection of human subjects participating in activities supported directly
or indirectly by gran!s or contracts from the Department of Health,
Education, and Woelfare. Jn fulfiliment of its assurance:

This institution will establish and maintain a committee competent
to review projects and activities that involve human subjects. The
committee will be assigned responsibility to determine for each ac-
tivity as planned and conducted that: :

The rights and welfare of subjects ara adequately protected.
The risks to’ subjects are outweighed by potential kenefits.
The informed zonsent of subjects will be obtained by methods
that are adequate and appropriate.

" This institution will provide for committee reviews to be conducted

with objectivity and in @ manner to ensure the exercise of inde-
pendent judgment of the members. Members will be excluded from
reviews of projects or activities in which they have an active rols
or da conflict of interests. :

This institution will encourage continving constructive communica-
tion between the committee and the project directors as a means of
safeguarding the rights and welfare of subjects. :

This institution will provide for the facilities and professional attens
tion required for subjects who may suffer physical, psychological, or
other injury as a result of participation in an activity. '

This institution will maintain appropriate and informative records
of committee reviews of applications and active projects, of docu-
mentation of informed consent, and of other documentation that may
pertain to the selection, participation, and protection of subjects and
o reviews of circumstances that adversely affect the rights or welfare
of individual subjects. '

This institution will periedically reassure itself through appropriate
administrative overview that the practices and procedures designed
for the protection of the rights and welfare of subjects are being
effectively applied and are consistent with its assurance as accepted
by the Department of Health, Education, and Welfare.

Official signing for the Institution

Signature
Yitle
Date S

Enclosure: Implementing Guidelines, Part Two of a General Insti-
tutional Assyrance,

.
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ATTACHMENT B

EXAMPLE OF A SPECIAL INSTITUTIONAL ASSURANCE
AND CERTIFICATION OF REVIEW OF
- SINGLE PROJECTS INVOLVING HUMAN SUBJECTS

The (name of institution) will comply with the provisieis of
the Department of Health, Education, and Welfare policy as coutlined
in the “Institutional Guide to DHEW Policy on Protection of Human
Subjects.” This institution has established o committee competent
to review the project or activity identified below. The committee's
membership, maturity, and expertise assure respect for its advice
and counsel. No member of the committee has a vested professional
interest in the project or activity that will conflict with the need for
independent review for the purpose of safeguarding the rights and
welfare of subjects. '

The initial review of the proposal identified as  (give proposed
title, project director's or investigator's or fellow's name, and grant
or contract or REP number as applicable)  indicates that:

In the opinion of this committee the.risks to the rights and welfare
of the subjects in this project or activity are: :

The commitiee agrees that the following safeguards against these
risks are adequate:

in the opinion of the committee the potential benefits of this activity
to the subjects ovtweigh any probabsie risks. This opinion is justified.
by the following reasons:

in the opinion of the committee the following informed consent pro-
cedures based upon the six elements of informed consent as noted
will be adequate and appropriate. Documentation is attached:

The committee agrees to arrange for a continving exchange of in~
formation and advice between itself and the investigator or director,
particularly to the criteria cited above. This exchange will be imple-
mented by the following procedures:

The signatures, names, and occupations or titles of the memtsers of
the commitiee are listed below. None of these signatories have a
vested or professional interest in this project or activity that con-
fiicts with the need for independent review.

Signature Name Occupation or Title
Signature Name ) Occupation or Tite
Stanature Name Occupatton or Yitle
Signature Nume ' ‘Ocequ!ton or Yitle

(Continued poge 20) PR

survivingstraightinc.com




96

20

(Add as many signature spaces as necessary. Review of projects
involving investigational naw drugs (IND's) requires a minimu:n of
two persons licensed to administer drugs and one person not so
licensed. Review for other purposes should utilize committees of
equal or greater breadth.) ' .

Date of Committee Approval : -

I certify that this review was carried out in accordance with the
provisions of DHEW polity. :

{6) Official signing for institution
Signature

Name

Title

Institution

Address

Telephone Number

- Date

-
-
Ts
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ATTACHMENT B
INSTRUCTIONS

L]

An acceptable special intitutional assurance consists of a properly com-

pleted formal statement of compliance with Department of Health, Educa-

tion, and Welfure policy (see attachment B), signed by a committee of

not less than three members ar 4 by an official authorized to sign. for the

institution. The explanatory paragraphs which follow refer to the corre-
sponding section of the attachment.

(0) This ‘should identify the application for a grant, contract, or award by
its identifying number, where known, or by its full title. The name should
be that of the investigator, program director, fellow, or other individual
immediately responsible for the conduct of the work. .

(1) The committee should identify in general terms those risks thet it recog-
nizes as probable occurrences; i.e. “Aggravation of anxiety status
through contact with interviewers," "Preservation of confidentiality of
data,” "Renal injury subsequent to multiple biopsy," "Possibility of side
reactions to d-ugs,' "Possible local hematosis and nerve injury associated
with venipuncture.”

(2) The committes should identify the benefits to the subject or to mankind
in general that will accrue through the subject's participation in the
project. This should be followed by a brief discussion, weighing the risks
against the benefits. '

(3) Consent procedures should be described and the minimum statement to
be used should be attached. “Students responding to the attached ad-
vertisement will be interviewed." "'The project outline will be submitted
to the executive council of the PTA." “Individual teachers will be asked
to allow an observer in the rooms chosen." "'Superintendents of several
State mental hospitals will be approached. The attached statement to
the next of kin or guardian will Ee signed by the principal investigator
and the superintendent.” "The following special consent form will be
signed by each subject and his or her spouse or next of kin before
acceptance of the subject." ""No prior consent will be sought. The fol-
lowing debriefing schedule will be followed within 30 minutes after com-
pletion of the test." _

(4) This should indicate whether the investigator or director will be required
to submit written reports, or to appear for interviews, or will be visited
by the committes or committes representatives, and at approximately
w‘af intervals these steps will be carried out.

(5) No further explanation is necessary, (The committee must be composed
of sufficient members with varving backgrounds to assure complete and
adequate review of the project. The committee may be ar existing one,
or one especially appointed for the purpose. The institution may utilize
stafl, consultants, ot both. The membership should possess not only
broad competence *o comprehend the nature of the project, but also
other competencies necessary in the judgments as to acceptability of the
project or activity in terms of institutional regulations, relevant law,
standards of professional practice, and community acceptance. The com-

s

4
4‘“‘/'3-‘
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The completed assurance shoul

mittee's maturity and experience should be such as to justify respect for
its advice and counsel,) o
(No individual involved in the conduct of the project shall participate
in its review, except to provide information to the committee.)
(Committee members should be identified in the assurance by name,
positions, earned degrees, board certifications, licensures, memberships,
and other indications of experience, competence, and interest.)
dp be attached to the application, or returned

directly to the office requesting its submission.

o
;- ' ‘)
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ATTACHMENT C

23

Codos or siatements of principles which ere concerned with the pretection of human
subjec’s in ressarch, investigation, and care have been issued by:

Organization

World Medical Association

10 Columbus Circle

New York, N.Y. 10019
(code available from
AMA; see address listed
herein)

Nuernberg  Military  Tri-
bunals: US. v.. Karl
Brandt

Amarican Medicel Associa-
tion

535 North Dearborn Street

Chicago, Ill. 60610

{British) Medical l.esearch
Counc!!

20 Park Crescent

London W.I, England

(Canadian) Medical Re-
search Council

Montreal Road

Ottaws 7, Ontario, Ceneda

American  Association  on
Maental Deficiency

5201 Connecticut Avenue, N.W,

Washington, D, C. 20015

American Nurses' Associa:

4ion .
10 Columbus Circle
New York, N.Y. 10019
Personnel and
Guidance Association
1607 New Hampshire Ave-

nue, N.W,
Washingron, D.C. 20009
Amaerican Psychological As-

sociation, Inc,

1200 17th Street, N.W,
Washington, D.C., 20036

Amaerican

International  League of
Societios for the Men:
tally Handicapped

12 Rus Forestiare.

Brussels 6, Belgium

Code; adoption date

The Declaration of Hel-
sinkii  Recommendations
Guiding Doctors in Clinie
cal Research: 1964

Té‘xt from which the
“Nuernberg Code" s
derived.

AMA Ethical Guidelines
for Clinical lnvestiga-
tion; Nov. 30, 1965

Responsibility in Investige-
tions on Human Sub-
jocts; 1964

Medical Research Council:
Extramural  Programme:
1966

Statement on the Use of
Human Subjects for fle-
search; Mey 1969

The Nurse in Research;
ANA Guidelines on Ethi-
cal Values; January 1568

American Personnel and
Guidance  Association;
Code of Ethical Jtend-
ards; no date specified

Ethical Standards of Psv-
chologists; Copyrighted
Januaty 1943

Declaration of General and
Specisl Rights of the
Mentally Retsrded: Oct.
24, 1968

1;:4
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Reference
JAMA, 197{11):32, Sept.
96b

Trials of War Criminals
Before the Nuernber
Military Tribunels, vel.
il, pp. 181-82; GPO
1949

Report of the Medical Re-
search Councll for 1962~
;Tbg.s(Cmnd. 2382}, pp.

-
American  Journal  of
Mental Deficlency, 74

(1):157, July 1969

American Psychologist, 18
(1):56-60, January 1963
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Organization

Notional Association of
Social Workers

2 Park Avenuc:

New York, N.Y. 10016

American Anthropological
Association

1703 New Hampshire
Avenue, NW.

Washington, D.C.- 20009

Ametican Seciological
Astociation

1722 N Street, NW:

Washingten, D.C. 20036

Catholic Hospitol
Aociation
St. Louis, Missouri 63104

Commission on Synagogue
Relations

Federation of Jewish
Philanthropies of New York

130 East 59th Street

New York, N.Y. 10022

Code; adoption date

NASW Code of Ethics:
Oct. 13, 1966

. Principles of Professional

Responsibility; May, 1971

Code of Ethics
September 1, 1971

Ethical and Religious
Directives for Cotholic
Health Facilities

Septembar, 1971

A Hospita! Compendium
1969

s%vi"\)ﬁg'gtraightinc.com
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Tithe AS—Public Weifare

A-~DEPARTMENT OF HEAL
'ummu AND WELFARE, OENEI'!'A”'I.

rmu—nmcnou OF HUMAN

x Rulam of October 9,
ms (38 ¥R 27882), anoueeotp roposed
rulemaking was piblished in ghich. it
waa propued to unmd Subtitls A of the
Department's regulations to codify, with
some changes, an existing Departmen!
policy set forth in Chnpur 140 of the
DHEW CGrants tration Manual,
These regulations would provide that no
sctivity invelving any human subjecta at
risk supported by & DHEW grant or coh.
tract shall be un en Unless o come

dertak
mlme of the nppl!cam or offering orga- rule makin,
reviewed and aPproved such -

nization has
activity and submitied to DHEW & cer-
tification of such review and approval,
In addition any organization receiving 8
grant or confract must establish a
mechanism to provide for continuing re.
view of tho supported activity to insure
its continued acceptabllity, The noticé
provided for the Aling of comments with.
in 30 days, ending November 8, 1973.
Commients were received from smore
thnn 140 ropreeenumu of grantee and
tor organizati

ons, from approxi- fo

contrac
mately 20 publis m\u:a or organizal
and from over 40 individuals. They ine
clude over 500 crltlclams ot lndlvidual
sections of the These
comments and the Dapartmmt'l ‘conclue
sions are principally as follows:

A 'm cppuubmty and scope of the
policy wel enged by several re.
spondents, Buzmuona included jimiting
the policy to physical risks only, differe
enumon of biomedical risks from bee
navioral risks, expanding the policy to
protect all persons 1egardiess of the na-

ture of the tisk or source 08 support, and
unequivocal lmitation of the cy to
DHEW grants and contricts COhe

trasted toother ofganizational activijles,
Requesta were Al made for the provi-
slon 0f special exemptions for subject
groups such as prisoners, academic cole
feagues, studenits, and laboratory bere

cal and af
of halr, nw cllpplnsn. and placental
m“:’mnuo th $ th s
was proposed that the policy
Al specifically with certain go

" such a8 the prisoner, the child, the tem,
-the abort!

us, and the candidate for sterills

gatiott or paychosurgery
The Depdartment, umm constdered
these frequently conflicting recurimene
dations, concludes that the language of
the regiiiatione shiould be chanzed to et

.phasize thelr concern with the risks in.
volved in research, development, and re. -

{ated activitiea, It concludes that the
arguments advanced for specifically in-
cluding or exenipting certain activities
and procedurss from the soope of the
policy frequently reflect considerations
applicable only to individual projects or

tend to
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RULES AND REGULATIONS

conditions in particular institutions and

lack broad applicabllity, It therefore

seoms approbrinte to reserve to the Sece

rotary the right to designate activities
which necessarily

fall within the scope of .

these regulations o to which the regulae
tions are inapplicable. Such designations
will be mads only following careful study
and through publication in the Peossar,
Reoister, Thess changes are incorpos
rated in § 46.1, At the same time it should

be noted that the Department s now

tal developing policies dealing more specifis

cally with research, development, anhd
related activities involving the prisoner.
the child, the fetus, the abortus, and in-
stitutionalized individual with menm
disabiiity, The Department intends to
issue one or more notices of proposed
g in the Froxnat RzotsTer'no
later than July 30, 1974, dealing with
thess subjects. Policies are also under
consideration which will be particularly
concerned with the cendidate for peychos
surgery, ;he candidate for steritization '
and, separately, with the subject of soclal

sclence research.

B, Criticisins of the baste poliey state-
ment centertd about the mulremmt
th committee rovi

rganizational .
determine “that the risks toan lndlvldual»

are outwelahed by the potential benefits
, ar by the importance of the
knowledge to ve gained.” Susgestions in«
cluded inserting the word "significant”
be!ore rlaks” and adding after the word
vgained” such plirases as “provided the
experimental procedure accords decent
reapect fur the opinlon of mankind” and
vor by the potential benefit to soclety.”
Objections were aiso raised ‘conceming
the requirement that informed consent
be gualified as ‘'adequate” and to the

omus!on of a requirement thM. it be
“jegally @ffective.” It was also argued
that the sole purpose of the reviews
should be to determine that the subject
is fully informed.

The Department, having considered
these comments, concludes that the
addition of the term "significant” would
weaken, not to strengthen the
mmw mmt ':he muegtbot the

T gerv Y Pro-
vwona. in § 46.1 giving the Becretary au-
thority to deslsmau activities, including
e e Tia Wkttt |

cy 18 In.pp! o 408
changes in the risk-benefit clause appear

to be more admonitory than substantive,

- Objections to the use of the term “ade«
based on

guate” appeared to be an ase
sumption that the term was u&ed in .he
sensa of “barely sufficient” rather than
"lawmuy and reasonably” The Departe
ment conotirs that the requirement is
strengthened by the substitution of the

phrase “legally. effective.” It dox not

mee that the sole purpose of
should he to determine that the aubject
i fully informad. Tt i cssentia) that the

committee, representing a wide apecmun
of those exbest protessional skilis essen

tial to & clear tion of an notlvity'a
inherent and probable benefits,
catefully welgh such risks and benefits
before deteimining that the benefits
favor & decuion to allow the subject to
accept these risks, It is also important
that the eommnm determine that the

subject will receive adequate protection

against known risks, These conclusions
and cértain edltorlal changes are re
flected in § 46.2.

C. Objections were ralded to several of
the definitions incorporated into the rege
ulationa: (1) since the DHEW may make
grants to certnin Federan! agency com.
ponents only on the same terms as to
non-Federal institutions, it was suge

gested that the term “Organization”

thould be expanded to Include Pederal

agencles, (1) objections were also ralsed
the term "sociological harm” as meane
ingleas, and to the use of the term
"harm " rather than the common legal
ury,” (i) the definition o(

"ln!odm consent” was eniged:

soveral counts, It was sugg that

definition should be couched ifi

similar to those of the Nuernberg Code
which provides that ““the berson involved
showld have legal capacity to slve cone
sent: should be go situated as to be able
to exeroise free power of choice without
the intervention of any element of force,
fraud. deceit, duress, over g, or
other ulterior form of constraint or
coercion.” It was also suggested (iv) that
the requirement for an instruction that
u:e mbleet be fres to withdraw his con»
be amendei to read addmonauy

"wlthout prejudice to his future care.”

Additlonal suggestions included: .(v)
add to each of the elements of informed
consent the inlt{al phyase “full and fair,”
(vi) eliminate the requirement for & dee
scription of "any appropriate alternative
procedures” since there might not be any
such procedures: (vil) add s req! ent
that the patient be informed of alterna.
uvu it he Is unable or refuses to continue

subject; and (vii}) that pa.
umu be informed of thy consequences
should the research fall.

“The recommendations having been
duly constdered u 18 erncluded that sug-
gested changes (1) threugh (v) should
be icorporated into Lo remlatlons with
some editorial changes, culmy
elimination of the phrase "to his fu
care” from the addition suggested 1n (lv)
above. Prejudice could exténd to other
matters such as reimbursement of ex-
benses, compensation, employment stae
tus, ete. The remalning recommendations

(v-vill) are comldered for the moat part
reditidant and additional shanges ap-
PEAY UNNECOSIATY,

Thess conclusions arve reflected in
§46.3, Definitions of certain additional
terms have beeti inoluded M required by
changes made elsewhere in part,

. D. With regard fo the submission of
adsurances, criticlams were voiced con«
cerning the tequlremem. that the orgae
igation report to DHEW any emergent
ﬁ‘roblem Respondents emphasized that

] unn “emergent problems” was vague
and, it strictly internrated, could load to
enomom amolints of uhnecessary pa
perwork at great cost both to the ornnl-,
zation to the DHEW, Reéspondents

were also critical of the requirement for
“Immediate notification” and questioned
the valueof stich dm.

‘These comments having-beén ‘consid-
ared, 1t 1a concltided that they have sotde
merit. ‘the requirement has been modl
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certifieation of and apbr ?ﬂwto
cation Of teview 0
wi mvn of the date of &
bmission,
tion on pro-

o 86¢
Iacking definits p lnna for involve-

matt of humAR, §ubjects,  kJorltY of granies
redpondents

to the Drovision

nted ou
Iion o6 chort.term. projoets. and %0
men of shorts projects, An
the DProblems to be tored hv
DHEW in providing

such projects on & demand basis,
mum included: (1) & requlnnunt for
institutional review without submisaion
to DHEW: (1) review with notification
to DBEW: and (1) review and submis.
alon of plans to DHEW, such plans to be
implemented it no DHEW objections
were inte: unn 30 days of sube
mlaalon.

udmd. it ucludog.m“:t'm pooed
o0 & Pro
uirement for DHEW review of final
’-»%’3’.‘3‘“ ‘°Jof:n's"°“"u maotieR) and
mby

unreaiistio. Section 3 has been re
writien to roqum lmmuuoml muw
and abproval, and for certification of
such action to D! pﬂor to involve
ment of human subjects,

L, Comments on the mulmnenh for
organisationat and ‘301 Proe

lecu in

funded with the
understanding that human aubjocu
would not be involved, were s!muu
those in the'

hed preceding p
graphs, , respondents objeeud that

the requirement for DHEW review would

189 vesearch, create une
and ucr:m sube

sy
'l'hue eommenu. hav been cone
ted, the Departinent sees ma vtme

m&’: 2 u”u :mw?h of &e intent
to involve human sublects, as in the typs

of proposal described ln m 13, it can
oy b 2 avalraiant S tho probs
Ay
SRk T e e
F -
tormation prior to revitw, or maks any
such Approvat conuncent on nubmmlon
of final atage pians, mpﬂq rtunities
aré not lvalmblo 1t is
 informed in advance of potential in.
volvament of human s te,
No changes have been miade in § 46.14.

fot.  doss
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M. In order to emphaalse the Bég

tary's authoﬂty conduct (unher
&v:luauon of proposed activities involve
b{ ects and alsapprove,
dmr. or lpprm #1ch , and to
on auoh AppiovAls,

:hl: hu boen insetted. The langusie
scction 1a coniatstent with current .
nouor in DHEW Grants Administration

anual Chapter 1-40,

N. Comments on the proposed teguise
tona governing 0o0peTANYe activitise
wore in frequent co
sugsestions lnoluded. (1) chalges make-
ing it poul le for o &ﬂmo oontmm or

the mduot ol work by com
ganisations, (i) vhanges which would
eliminate sl} responsibility by thy :
eontmtor or cmmo for work
Moh u?u‘d%?ﬁco oulﬁym
w wo
‘ubmission for assurance
m.um organizations, (iv) mclull.m o(
Jnm.l r-:.v llml A prime conttactor or
bility for work pers
tomed bv » siibeatitrastor, (v) Inotusion
B T o o e
and dostimes pro e
TAHNE oruanisation. (vl) eliminas
ton of any requirement um would fes
quire s domeatio contractor or grantee to
be aware of local laws and oommumw
Mmdu In forelgn countries.

e rights
md wolfare o( mblecu either duecuy
der the provhlon of his own assurance,
rough the meéchanlams provided by
m rances submitted by cooperating ore
uonn. ‘The proposed segulations

& contraclor of grantes some

nmbmty to meet the requirements of

the polisy. The prof rules are in.
oorpor ted mchmndpm‘: 46.18, s
Reauirsments for the submission of

lnveeﬁ ational new drug (IND)
nm u'%a {ssuance o:unn ah “%‘\:}m 3:?;
spondent feu that the muhﬁons would
make it dimeult if not lmpodaible to ob.
SULPO lor sty dlen
to the develobment ot - new, druc. No
all compounds ' Are AL
e s gt ki
m ot 0
respondent polnted out that the pertt
nent FDA mulauom (21 CFR 130 3(a)
Srmbar. bt ’:&Jﬁ%"&‘%%‘m dele ’"m"
umber, o of .
tlod prior to tse of dtugs in h f

aubmh. te having bee 4
md. the Demement agrees um re!w
enees to the IND number should
placed by referencs b uxo D, ao-
doy delhy mummmt. nt
088 not agres that & roqulnment {o¢
submission of !donuneauon on mm
would ¢atise undus delay in etudies
liminary to submission ounmnexemp-

uou. alnoo suwch i are noouuﬂly'
$548 hax bo“?u‘u".'u"u::" rsordiogiy
P, w:mmwmuowmw.

menta contained here! regundant
wm* b it L e
'x'he wgroprtm chmm havebesn

Q. commenu on the nrtgoud uno-

tons for noncompll
mm [ on two !uuu' [)] tho
& rovisions for due process in
the tmpoel 1 of sanctions and, (ll) e
s acsn 1 DUEK it
embloyer-smploy ot
poslng to determine that an individi

0

agrees to assign (yamed *
to the ﬁowamuwh

the contract; undnhulnotmuoveornbuu
mwm

Aty o
ent hu

partm
a1t sl
nona under HGM(&), w g{
};’%&m 0‘5 booubleotwduotproema;
uom«.n (b) wd (0) mmbeendd
however, l:ud inced with & tew p u;

those
t.ac-

mhment ot s Natlonal ommlal
undertake A compratienstys inves w&m'

and st hdvemnmychwm .
les"w 7 e8 “&mulm.

rt muu
ot urvlee astivity nrop!:lrb‘m bv the on.
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tity on the baals of s bellafs or
moym conviotions, and i
oi unapproved uses of

u 18 concluded that theed estions
would requlre changes not prop withe
in the scope of these regulat! ona and. in

0 cAsd Hon of unm
um of approved drugs, ate the oubject
of vegulations Proposed as 37 FR 165603
e Adation o the regulations of

8. Addition @ te, o1 Of 50Ce
tion of “Bvaluation and dlaponmon ot
asurances” has made occMaty an
earuer section -on "Imnlomcnmwn and
revialon 0f assurances.” Similarly, lsaue
exh\ce of 45 CFR 74 has mads utinecessary
s ‘eoruor section entitled “Withholding

Efective da ‘ This part sh
effective on Jul¥ 3, 1074¢ Prwlded,
ﬁi'ﬁfi ?:‘r:z vgym&espeo‘zct: ?7; Muu&gﬁ

. and the Natianal Inatituts of Educaﬂon.
this part shall Lecome efféctive upon

adobtion or unplementauon in regulas gjon

: pestively, the Come
misstoner of Mumlon and the Director
of the National mmuu of Education,
with ths approval of the Beoretary o
Henlth, Education, and Wellare,
Dated: May 23,1914,
Casear W, WatNnxrase,
Secrelary,
Accordingly, Subtitle A -of ‘Title 46 of
Code of Mederal Regulations i
nmmdod by adding & new Part 40, as
8!

“llubulty. .

D!ﬂumo
Bubmissiuns bt ssturances.

468 ARULANLS.
'{i’lgrmum tequiremnenta for gendral

[romee
w.nlmu& requitements fot apsclat as.
zwmlon' end disposition of ssaur

Obligation to obtln infor

sontt: prohibition of exa
SlAuKS,

4010 1 tatt

Certification, genseal assuranass,

Coriification, spacial asatiranices,

3 Proposals 1atking definite r‘:m toe
tnvolrament of buman subjacts,

osals mmum with the intent

conte
patoty

e s, " 4

of ot Involeing human subjects,
4.8 sv:‘l:muon lud {tiog Of propose
40.46 noowtuummmo.
40.1% N‘l II‘: om:l @ drug 30:day delsy
Ul
4.0 Omnmuom sxecutive rosponsibile  8h
40.10 ton'e d fidentiate
uy.
4840 Faports,
4831 Ratiy tarmination of awards: ovaliine
Hott of subsstuent appllmlom.
4022 conditlohs,

Avrnonrey: 8 1.8.0. 801 !
546.1 Applleabitiip,

The regqulations In this part are
nppllcnble to all tment of Health.
Educauonéoatnd w:“go re%:mé‘om ment.

m‘ﬂ’m iieh Lumasi

M.lb.lodtl aré mm

Ut providing  time,

1e8p0
beeom buuy. it 1s the polluy of DHEW that no
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() The Becretary may, from time to

mrmlm tm advan wheuwr
pmmna mothod!, £ Procas
wtg wucaﬁle
placo subjects &l riak, as denned !n § 46, 8
(%), Buch determinations will be

1ished a8 notices in the Fxouxat Rea wm '
roved :hng ;Ia%lt be included in an appendix to

8463 Polley,
(») Safeguarding the rights nnd wele
fare of subjects at riak in activities supe
ported ntracts

under ta and con
mu:w ﬂmy the responaibility of

3 BT
I?mauon neceasary to vlich consent ln-

(1) A falr explanation of the: proce-
dures o be Jouowed and melr purposes,
{neluding on of any proce-
dum which are expérimental: -

(3) n desoription of any attendant dise
comfotts and risks reasonably to be ex-

‘-:Zslw deacrlpuon of any benefits reas
(4) & disclosure of atty appro rluenl-
tornative proopguuroé yt':m o be ade

() an offer to wnwer m% inquiries

from vantageous for

the orzmlzaut‘lm which receives or 18 ace concerning the proced

countable DHEW for the funds
awarded for the subport of the aotivity,
m order to provide for the adequate dise
charge of this organisational nsle

mlvu{ involving human subjects to he
by DHEW grants or contracts
mu be undertaken vnlcss a committes
of the orgenization has reviewed and ape
proved such aotivity, md the ornnua-
has submitted to D
catlon of such review and wm'oval. mu-
cordance with the requitements of this

(h) - Tolr review shall determ
whether th.se auh.leoh will be placed [1)
tiak, and, if risk s involved, whothert |
(1) The rmawmembjmmeo
outwelghed by wne sum of the beneflt to
the subject and the wmmnco of the
knowledge, to be gain
a declalon to allow the aubjeot to mwt
Hias6 risks;

(2) tho Hights and welfare of any such
ub eots will be adequately nrotecwd'
. lcuallg‘emuve informed
will be ate md tnmm

printe methods ln Mcordmeo with tho

provln!ona of this part! and

(4) the conduot of me gotivity will be
mvlowed at timely In!

(¢) No grant or contrast InVolvlnt hue

man subjom At tisk shall be made to an
individual unless hie 1s effillated with or
mmored by an organization which ean
and does agsume responsibility for the
uubject.a involved,

§463 Defintilons, -

(a) “Organizetion' means any public
or private institution or agency (ncludy
ing Fodml. alate, and to¢al govérnment

agencies
() "Bubject at risk" means any lndl-

:l‘#l‘llﬂtywm lnjury llx\:ﬁed&? pb’ﬂcﬂ
peychologioal, OF soclal Injury, a8 & cons o

sequenco of participation as a stibject In

research, developient, or rélated ace

umy which doiﬂhm Lromy the application
of thoso es

[ necewm' to needs, ot
incréases the of nmwry ﬂki?h of dmwgh
in a chossn ocoupation or nold ot mmo.
(6) “fnformed consent’ means th
knowing consent of an mdeuM or his
feally authorized = repressntative, so
sitiated as to be able to exerclse froe
pawer of cholee without undue induce.
ment or any élement of force, fraud,
deceit, dureas, o other form of constraind
or coéreiott, The baslc etements of 1

ine Of

pari that
arrant  human subjes

cotitinue pmul ation fn the 1o,
aotivity at lfmo without pre:u’dido to

tary" misans tho djoctetary’
of Health, Education, and Welfare or any
othor officer or embloyed of the Depart-
ment of Health, Education, and WeIlm
to whom authonw has beeny dalogw

(e) “DHEW"

eAnS rmmeni
of ﬂemh. Education, and Welfare,
doc{xm ﬁm‘ﬁm&m&“&&mmu
]
this part and is spproved by the Seos

(@) “Certification™ means the ofticial
omn!zauonal notification to D in
A vgrojm or .\:!{m;n lnv%‘lvnm

at tirk has heen

reviewed
and approved by the ornnmuon in Abe
corqu& with the “anpxoved adsurancs"”

file at DHEW,
(h) “Legally suthortred represantas -

nsent  tive" mears an individual or Judicial or
uthorized

other body a under applicable
::.m soat o bt :::wm:“m
o 6 n
he particular activity or procedure,

a 464 Submislon of asurances,

(8 noclplenu or p Hyvo reciple
euts of DHEW suppo 3 n mmpor
contract lnvolvlnz mblecu % shall
rovide writlen assurance acce hb!e to
m:w uz they will comply
y a8 ut forth in this M
mentot 9uauco wm%m n&fﬁr’ﬁ' :
ments fol 9“” mandconlmmn%
tee review of the supported Muen.
0 com m md [

of
mmm"?fuon of e
deacriptiva of its raview procedures! or.
m mh‘.l‘wulc vitd ml i,
68 Or projec
areponou it Andings of the com.
mittee and of m pro continuing ree

w procedures
) Such assiirance shall be exscuted
by an individual auuxorma to m for tho
organization

n ard a“
the orcanlelon the obun ons unpoaed

s by this pact, and shall he filed In such

form and manner #8 the Becrotary may
require, :
$ 463 Typesof asurances

(8) General assurances, A gonetal
assurance describes tho roviéw and ime -

Plumentation procedures applicabletoall |

DHEWsstipporied activitids condusted by
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mﬂuoimnwn-
oF typew of Hs compotients
Gansral

A siguifioant number of concurrent
g'mwu or Mtivitios
mv(gl) Syeciel au
s et
Plicable to o single adtivity or project, A
W’mmn&”& solicited or

Motpted from an ocganisation which
tia on file with DREWY an approved getie
eral assuranoe.

X b~ moma“or agenta, of, or aro
“asacclated with the organization, apart

8466 Minkwwm reqaitemonts fov gens -
[rerey -

oral
° Ganeral assttances shall be submitted
n stich form And manner as the Secre-
tary may require, The organisation must
include, a8 Dart of its general assurance,
* {mp o guidetines that specifically
(8) A statement of by which
the the

dige
respotaibilities for protecte
ate of sibjects,

z
g
g

Bedd

.

:

i
£53
52k

z
|
&g}
Esg

2k §§

¥
-~

cotumittee
of Ho.&b)“
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vide
mitieo,
oy of ‘mh'o are omomt oﬁ'
W

otharwise

from their membership on the commite

(& No o shall
B! odmmittes

:

, m%
prompily teported to the DHEW,

(8) Procedures which the orgarlss
Sectine ouritias aad 10 et
recomnaendations,

$467 Miaimuw requirements foe spe
elal agenirances.

i ot cagce shall bo tibmitied
tary may mu\un An scceptable special

{8) Identity tho spectfle grant or

. cone
trect by {8 number, i known;
by ita tull title; and by the name of the
activily or project direstor, prineipal e

ble for u::e conduet o

ying

be endorssd
organizational ometal,

(b) Desgribe the makeup of the come

experlonce, and
required

W ehe
78 of A aingle profesalonal -

222!

tor fellow, or other person ime
reaponal

fayes
il
%
§

§

e _REEE
e
§§~§ ?Ezg
SEdred
ey
g 3t
i gﬁ
cHitlinl

§;

oo
e
5
-~

» .

respect to negol Beerel
g:y.. rndm: eomp‘lguon of negotiations

eneral assur yequire an o
tisation otherwise e!ol%ibu for mhr‘:ﬁ
assurance, o submit spocial assurances,
469 Ohligation to altaln informed
'~ msmm of. oxul;mry

Any organieation proposing to place:
sy & ntmuobuu!edtoob-'
tain eftective ine
formed consent, No such informed cone
crents %'m%’é'« pursuant to‘&l:g:r%
‘At
shall ineluds any ex torz
which the sublest
walve, or t0 uppear t0 walve, any of his
lega) tights, including aty peiaass of the
ton or.its agents from Habllity
tor negligence, .

$4610 Documentation of informed
constite .

ate .

te shall be fully
10d, The dostimentation of cone

sent will employ one of the following

¢ three formst
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tive muat be glven adequate oppostunity
SR S
8!

representative, Sample copm of the
consént form u npproved by the com-
mittea are to be ined in its records,
[¢)) mmxon ol & "short form" write

ten consent dovument indicating that
the basio eluuenu of informed consent

- have been orally to the sub-
“Ject or hu lemly aulhorlud reprosentae

:1:‘0. Written aummarm of what ia toba by the

awmew nt are to be approved by
The ahort form I8 to be
signed by the subjost or his legally au.
thorlud ropmenuuve and by an auditor
o the oral preséiitation and to
) lubjoct'o mmu'o A copy of the
wpproved summary, annotated to show
any additions, is to be dmod by the per-
sons officially obtaining the consent and
by the auditor witness, Sample coples of
the consent form and of the swnmaries
#3 npproved by tho committee are to be
retained in {18 rec
{©) Modu!cauou of either of the pris
mary procedures outlined in paragraphs
(R) md (b) of thla secuon. Qrmuns of
mrmuelon to use
uddmonal mpondhlmy upon
ma review commities and the orgaiiza.
tion to establish: (1)
any subject is mlnlmu. (2) that use of
ejther of the b Procediires for
obtaining oonunl would surely
mmwm objectives of cansiderable ime
mediats im.?omneo. and (3) that any
reasonable atternative means for attaine
ing thm ob
tageows to
for

ectives wordd be less advane
0 sibjects, The committes's
pormlmn the use of modis
individually and
in the minutes
8 tee astions to
the fites of the organisal ion. All such
modifications ahould be regularly recon.
admd As & functions of continuing re-

tg and as required for smual roview,

rotzulon. ot discontinuation, a3 appyropri-

~

8§ 46.11- Ceﬂmu(km.

ot e o
V. N .
volving human subjeots mb tled by
organizations having appro

rances Must be
PRt il
oval, prior lon to
In the event the Becretary provides for
the performance of organizationat re.
view of & proposal after its mbmudon
to DHEW, procmlnu of such proposal by

HEW under no clreumstances be
completed untll mch mlwloml oo
view ahd approval been | ¢4 3
!Jnleso mo mnmmon déternilnes tha

oc are not involved, the
p mueanou should be ape
propriate! rtified in the spaces pros
vided.on m-ma. or one nf the following
opeton 18 Towes o St ahcd sakret
yped on owhy
of the page buaring the name of an ofs
flolal authrsived to sign or executs aps

.mm! atsure

-

.

that the risk to Aract

documentation of reafirmation, ing gran

general posals, The initial certif
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‘E}"ﬁ.‘."‘“" of proposals for the organiza«
fuman Hubjecta: Haviawed, Not at Ruk,

Gecgaar gaees -

dal
num(y.:d # bjectai Raviewsd, At Risk, Ape

() Prosnsals tiob certified, Proposals
not Propett, oertified), or submitted as-
not invo! ns tiuman subjects and found
rating agency to involve hue
man sublem. will be returned to the or.

tion concerned.

! 46,12 . Centification, special assueances,

(8). An applieant organization not
luwms qh file with DHEW an spproved
general ‘fuum\ee m\m aubmu for each
appllca on of proposnl involving human
subjecta a separate speclal ansurance and
certification of ita review and approval,

(b) Such assuranco and certification
must bo suimitted within such time limit.

48 the Beorstary may speclfy. An mur-
ance and certification prepaved in ac
cordance wuh this part approved by

DHEW shall be considered to have met
the requirement for cerdification for the
nitial ¢rant or conl period cone
eomed. u the terins of the grant or cone
mmond additionat uupv&on
riods: certification shall be

y the orumluum with mw:mm for
conunuauon or renewal of sup.port in the

uanner presctibad in 148110,

§46.13  Proposls Iacking definite plans

lu- lmo vem em of, human sub, «u. .

pPrupoeals are
mm%g vmh me knowleue that eubucu
be involved within the support
period, but definite plans .!ot mu ln-
volyement would not normally be
orth in the p

aotivities aa (l) immuuom\ t§ 10 grants
where sélection of projects is the re.
sponsibility of the {institution, () ttaine

u h trllnlu n sots ree

ok of develoamaata) st

pilot, or developm tal ltudles,

involvement cpends upon such
as the completion tmt.rumenu. or ot

prlor animal mam. or upon the purifi.

~cation of compounds, h p

ahall be reviswed and etﬂlﬂed in the g

sAMe manner.as more definitive proe
o cation indicates
ofganizational approval of the applica.
tions as submitted, and commits the
organization to lnm rmew of the plans,
when completed. Bu
cortification to the DHEW should be'

the
budget périod during which astual in.
yolvement of hjiman 4 meu u to begin,
Review and certification to the DHEW
must in any eviut eompleted ptior to
involvetient of human subjeots,

[ 46..1:1 . mm:luuh mifthed with the I

doea 1ot antleipate fne

VoMne or tend $0 Involve Human sube
Jects, no dertification should be included
with thy inltial syl jon of the pros
poeal Xnthomna c , however, when

ropoeal. Theae include nuch .

reh, g‘uuauon. or ($)
&hlch

ch jater mtw and,

ving htiman subjeets, .

'tnd mum of

19
tar 1t becomes appropriste to wie ail

1l

or pm of awavded {, {of one or moro
sotivities which thvolve subjeots,
each such activity shall be review md
approvad in accordance with the assur

ance of the ornmuuon prior to tho m-
volvement of subjects, In addition, no
such activity. sh be understaken until
the  organisa has submitted to
DHEW: (8) & certification that the sc-
tvity has beon reviawed and approved in
accordancs with this part, and (b) a de.
tailed dmrlpuon of the pioposed activity

Uneluding sny protocol or doou-
ment) , Also, whore mpporm %
project granta or contencts, subjects ahul

not be invoived prlor to cmu!cnuon and
organisational receipt wu:w ape
proval and. In the case o! oont:
to hegotiation and app!

amonded contract desoripiion of vmk.

$4615  Enpluation and duposion ot

(u) Notwluuundln; w prior re-
view, approval, and cer uuon by the
organization, all grant and contract bro-
pomc {nvolving human mbloeu at'rlsk |
submitted to the DHEW shall be
ated by the
with
employees of the
expem or consultants eng:

a8 he yete mlnu

riate, 'rhuemuauonw ‘s into 80-
gount.am other pertinant

e Bacre
1) approve, () dmr Ror mm

activity
patt. WI
g: ﬁawginelud?:: ’rmrlcu ns on me

0y , 0

] m cor‘};l’n pm \ires, or certain
sul ROUpS, OF ratilting use

GJ safeguards or inf, mod consent proe
oedum whin in his J.udgmumt such cone
ditions are naemm for the moueuon
othumunaubjeeu

§ 46,16 (‘oopenuvo retivittes.

Cooperative activit 48 art those which
involve orm\luuotu in uldmou to me
grantes or prime cot.teaotar
contractor under a- frantee or l mb-
io?nmotot \mue;:r [ mtmo contractor),

s, tht lnnteo o
pﬂme contractor
or Aome o! mo mbjm.ﬁ'mmd mro
me bmo mu:w polly ﬂbbl::lm:lnd mo

grantes or F rime oontyastor
apomlble or n!nunrdl’gt the rlgnu

Bt jeo
Organization 40°4h agprovid gene
rance, Inftiar ah “

at oontln
il o u:oormmummbo‘o"ir"f

roviow
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vied out hy oio or & combination of

precedures
(1) Coeparal anisation with ape
red mm‘lm'm When

AALTANCS,
cqoperating organltation has on fle with
g 08,
M to m m rem' qu&n:.mtg :3’6‘;‘».
-orating orgnitation ﬁ uet an ine

ommandations on {hose aspects of the
sclvity that ooncermn individuals for
he organization has

i
%:o mmté:::&ww .m » lu
¢

dhmuou. oconcur with or
ool i 'x‘so't‘: the ur:po“ﬁ
dbmtyolwo'nnueoreon tractor to
malntaln communication with the come
mittacs of the coopeutlns ordanization.
However, the cooperating organization
shall prompuy notify the grantee or cone,
Coomergiing ongsaisaion inds the cons
rating org o cone
@uct of the nml'oct ‘g:, wobivity within its

(3) Cooperating organization with no
gen assurance, When Liae

r
Nwroved. wm permit the
grantse ot eontrastor to

cgw 1) proe
ctdure outtined in “IO/DP eding suhe sta
upo!
3 uom! olnz Tev) w.
n: mtmrwuu : u ver

ton may 'hh velop An mm e
with eoopeuunt organizations to pro«
vido for a veview committeo with repe
mcnuuvu from ooopernuu: organisas
Hovs. Representatives of cooperating ore
mluuom may ted a8 ad hoe
the mnteeﬁm contracting

tee or, if cooperation is on a frequent
or eouunnlnl baals 88 between & meds
feal gchrool And & m'oup of afmilated hoa-
muu. lppomtmenu for extended pe:
e. All such ooomnuve
oa}tun b approved by
DHEW aa part of a general asatirancee, ot
8 an amendment to & general assurance,
(b) Organizations with special assure
o4, While responaibility for initial
continuing revisw lles

wm: the emntee or contracting organle
may also -chtinot be

sation, D! require ape
proved asaurances from those cooperate

organitations having immediate ree
sponaibility for suiblests,

It the eooommw ofganization has on
fite with An Approved
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thoss aspeots of the project or acumy
which will involve hitman subjects for
wluch it has mponulbum. Buch s T
quieat ahall be in writing and should proe
vide for direct nounuuon of

Santep's or contrsotor's committes in
the event that the sooperating organiea«

tion's commtites nm the oouduct o? the
thy to .be unsatiafacto: the
€00f organization does hot hnvo
an spproved unml ‘ﬂ,.

. it mun 4 to nm:w A
genozal or speclal ansurance which is de«
termine DHEW to comply with the

provmomb& this part,
] 46.1“'1“ lnmlllmul hew dml 30.day

Where m orwumlon {8 required to
mit & certification under

bls untll such mumenz
has been recel

§46.18 D‘u\lu\lou’n executive  ve.
sponsibBity, .

8pxific mouuve functions to be con
ducted by the organization include Nﬂey
develonmm And promul
pa it
props| assistance
support shajl be provlded for the commits
tee's functions, Implementation of the
committes's recommenidations throligh
appropriate ldmlnlatnuve uuon and
followup i3 & condition of DHEW aps
proval of an assurance. Committee aps
provals, favorable actions, and recome
mendationa are subject to review and to
dlsapbroval or further realriction by the
organization offclals, Committes
approvals, restrietions, or dlum
rescinded of removed exupt by
action of & commities deso in the
Assurance approved by DBEW

l“-&mofnllntlu'o records; eonfle

(8) Coples of alf documents presentad
or toRuIeed or IRMEET s e e e
view by ihe urganization's review come

AL colte
personnel. Ape

mittee, such a8 committes minules, recs

the

tlon of awardsy
ent applieas

) If,.in the judgmient of the Beore-
ornbln’uon re

4621 E teemi
' mnm of ¢

um«eonnd :
taks into -

) of thla uctlon. (2) wheum the of-
mor or applicant or the pareson. who

afd  would duec.tn the o’elmun ¢ atid technieat

(whether of not DHEW funds were in.

volved), and (:) whether, where past de.
flelencles have: existed in g
te ateps lnvo

such res|
et s
taken to eliminate these deﬂcleueluf.

$4622 Cenditlons,

‘The Secrotaty may with reapect to m
mtoreonmzormyclmot grants
oontracts lmposs additionat oondl-
onuvﬂor to or At the time of any award
wh in tis judgment conditions -

A0 necessary for the prolecﬁon of hue |
wan sbjeots,
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[Item 1.B.3]

Fxernrts Proy v Report or tuE TeskEGEE SYPINLIs STuby Ap Hoce ApvISoRY
PPaNL

Report on Charge 111

To: 'he Assistant Secretary for Health, :
I'rom ; "Puskegee Syphills Stndy Ad Hoe Advisory Panel.
Topie: Final veport on churge 111,

("Phis report was prepared by the Subcommittee on Charge 1T (Jny Katz,
M.D., chairman, Ronadd 110 Brown, J.D., Seward IHiitner, P, and Fred
Speaker, J.1D.). The subconmittee chairman wishes to thank his research assist
ant. Stephen T GHekman, o third year law student at Yale University, for his
valuable contributions to this report. Special thanks go alse to Dr, Rohert C,
Baekng Mrs, Bernlee M. Lee and Ms. Jackie Bagle who in many ways facilitated
the work of the subcommittee,)

1. INTRODUCTION

In his third charge to the Tuskegee Syphilis Study Ad Hoc Advisory Panel,
D, Merin K. Duval, the HEW Assistant Sceretary for Health and Scientific
Aftairs, has asked s to determine whether existing policies to protect the rights
of patients participanting in health research conducted or snpported by the
Department of Health, Bdueation, and Welfare are adequate and effective and
to recomnmend improvements in these policies, if needed.

Our response to this eharge, embodied in this report, should not be viewed
simply as a reaction to a single ethleally objectionable .research project. For
the Tuskegee Syphilis 8tudy, despite its widespread publicity was not an iso.
lated plienomenon, We believe that the revelations from Macon County merely
brought to the surface once agiin the unresolved problems which have long
plagued medicnl research activities. Indeed, we hasten to add that nlthough we
refor in this report nlmost exclngively to physicians and to biomedical invest-
gntions, the issnes we explore nlso arise in the context of non-medieal investi-
gations with human beings, condneted by psyehologists, sociologists, edicators,
lawyers and others, The seope of the DHEW Poliey on Protection of Human
Subjects, brondened in 1971 to encompags sueh research, attests to the inerens.
ing significnner of non-medical investigations with human heings,

Our initinl determination that the profection of human research subjerts iy
a current and widesprend problem should not be snrprising, especially in lght
of the recent Congressional henrings and bills foensing on the regwlation of
experimentation, In the past decade the press has piblicized and debated n
number of experiments which raised ethical questions: for example, the injec.
tion of cancer colls intu 1ged patients at the Jewish Chronic Disense Hospital
in Brooklyn, the deliberate infection of wmentally retarded children with hepa.
titis at Willowbhrook, the development of heart transplantation technignes, the
enornmtous amennt of drug research conducted 1 Ameriean prisons, the whele.
body freadintion treatment of cancer patients at the University of Cincinnati,
the ndvent. and spread of “psychosurgery,” and the Tuskegee Syphilis Study
itaelf, :

With g0 many drmountie projects coming to the attention of the general nub.
He, more must He beneath the surface. Wvidence for this too hag heen forth.
coming. Tn 1086, Dr, Henry K. Beocher. the eminent Dory Professor of Rerearch
in Ancsthesin at the Harvard Medical School, charged i the prestigions New
England Journal of Medicine that “many of the patients (uced in exneriments
which Dr. Beecher fnvestignted nnd reported) never had the risk satisfactorily
explained to them, and . . . further hnndreds have not known that they were
the snhjects of an expetiment althongh grave consequences have been suffered
as the diveet vesult . . M1 Dr. Beerhier conctuded that “unsthical or gnestion.
ahly othienl procedres are not uncommon.”? Quite recently this charee has
hoon earrolorated by the sociologist Bernard Barber and hig associntes, who
interviowed homoedieal rogetrehers nhont thetr own regeareh practiced? Deepite
the expeeted tendeney of resonrchers to mintmize ethical problems in thelr own

————

*1,!;-;\;4;01'. “!?Hynlvu A Clinfent fesenveh,! 274 New Bog, 1. Med, 1554 (1900).
s thid, p. 1454,

"I’-:lt‘hul',. I.nll:\'. Maknenshiar, nnd Sullivan, Resenveh on Human Subifeetz: Proablems of
.,\;m'l'ul l":;nl;'ur D Vedieat Brepertmentution (tussell Sage Foundatlon 1973 (herelnafter,
urher et aly, :

...g LA Y
koo
survivingstraightinc.com




109

work, Barber ¢t el. were able to conclude that “while the large majority of
our samples of biomedical resenrchers seems to hold and live up to high ethical
standards, a signifieant majority may not.” N

Phe problem of ethical experimentation is the product of the unresoived
conflict between two strongly held values: the dignity and integrity of the
individual, and the freedom of scientific inquiry, Professionals of many disci-
plines, and researchers especinlly, exercise unexamined discretion to intervene
in the lives of thelr subjects for the sake of sclentific progress, Although ex-
posure to needless harm and neglect of the duty to obtain the subject’s consent
have generally been frowned upon in theory, the infliction of urnecessary harm
and infringements on informed consent are frequently accepted, in practice,
as the price to be puid for the ndvancement of knowledge. How have investiga-
tors come to claim this sweeping prerogative? If the answer to this question is
that “society” has anthorized professionals to choose between scientific progress
and individual human dignity and welfare, should not “society’” retain some
controt over the research enterprise? We agree with philosopher Hans Jonas
that “n stower progress in the conquest of disease wou'd not threaten society,
grievous as it is to those who have to deplore that their particular disease
be not yet conquered, but that society would indeed be threntened by the ero-
ston of those moral vatlues whose loss, possibly caused by too ruthless a pursuit
of seientitic progress, would muke its most dazzling triumphs not worth having.” s

We have, us will be seen, made far-reaching recommendations for change.
We do not propose thege changes tightly. But throughout, in accordance with
our mandate, our eoncern hias not been just to define the ethical issues, but also
to examine the structures and po'icies thus far devised to deal with those is-
sued. In urging grenter societal involvement in the research enterprise, we
believe that the gont of sclentific progress can be harmonized with the need to
assure the protection of human subjects,

1. SUMMARY OF CONCLUSIONS AND RECOMMENDATIONS

A. Bvaluation of Current DHEW Policies for the Protection of Human Research
Subjecrts

1. No uniform Departmental policy for the protection of research subjects
exists, Instend one policy governs “extramural” resenrch—research supported
by DHEW grants ov contracts to institutions ontside the Federal Government
and conducted by private researchers—and another policy governs “intramural”
resoirch—resenrch condueted by personnet of the Public Health Service. Fur-
thermore. FPoed and Drug Administration (FDA) rerulations promulgated to pro-
tect subjects in drug resenrch, whether or not supported by DHEW or con-
ducted by the PHS, Incorporate vo.riations of their own. The lack of uniform.
ity th DHEW po'icies crentes confusion, and denies some subjects the protec-
tion they deserve,

Moving to the next higher level. no tniform Federa! policies exist for the pro-
tectton of suhjects in Government-sponsored research, Other agencies wholly
_separnte from DHEW-—most notably, the Department of Defenge-~support ot
condnet human research. DHEW poticies do not govern such research., Here
too. the Federnl Government's fatlure to develop a uniform policy has been
detrimental to the welfare of resentch subjects.

2, Under current DHEW policles for the protection f research subjects, reg-
ulation of resenrch practices is lavgety left to the biomedlical professions. Since
the conduct of humnn experimentation raises tmportant issues of social policy,
greator participation in dectstonmaking by representatives of other professtons

and of the genoral pubtie is required.

" 8. 'I'he present rellnnce by DHEIW on the institutional review committee as
the primary mechanism for the protection of research subjects was an impor-
tant advanee In the continuing effort to gunrantee ethical experimentation.
{’rliorlp_eor revtew of research protocols is a requirement which should be re-
aited.

4. I'he existing review committee system suffers from basic defects which
seriously undermine the ncconplishment of the task assigned to the committees!

. 'Mhe governing standards promulgated by DHEW which are intended to
guide review commlttee decisions in specific cases nre vague and overly general.

4 nl"" 8 pl “"\ﬂ \' ‘('l 1 R(‘"Q(‘u(' 1 ntl Eﬁ)mi “ i } I‘I
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b. No provisions are made for the dissemination or publication of review
committee decisions. ‘Lheir low level of visibility hampers efforts to evaluate
and tearn from committee attempts to resolve the complex problems of human
research, :

¢. Although the informed consent of the research subject is one of the most
fmportrnt requirements of research ethics, DHEW policles for obtaining con-
sent are poorly drafted and contain critical loopholes. As a result, one crucial
tngk of institutional review committees—the implementation of the informed
congent requirement—is commonly performed inadequately, In particular, con-
sent i8 far too often obtained in form alone and not in substance, '

d. DHEW Dpolicies do not give sufficlent attention to the pistection of such
specinl research subjects as children, prisoners and the mentally incompetent,
The use of these subjects in human experimentations presents grave dangers of
abuse.

_ e 'The obligation of institutionnl review committees to conduct continuing
review of research projects after their initinl approval is undefined and as n
consequence often neglected.

£ Inefficient utilization of institutional review coinmittees contributes to
their ineffectiveness, Committees are overburdened with a variety of separate
functions, and could operate best if their tnsks were narrowly defined to en-
lc)ompttll]szs mainly the implementation of resenrch policies adequately formulated

y others,

£ Effective procedures for enforcing DHEW policies, when those policies are
disregarded, have not been devised. '

H. No policy for the compensation of research subjects harmed as a conse.
quence of their participation in resenrch has been formulated, despite the fnct
that no matter how careful investigators may be, unavoidable injury to a few
is the price soclety must pay for the privilege of engnging in research which
ultimately benefits the many, Remitting injured subjects to the uncertainties of
the law court is not a solution,

B. Polioy Recommendations

1. Congress should establish a permanent body with the authority to regu
late et least all Federally supported research involving human subjects, whether
it is conducted in intramural or extramurnl settings, or sponsored by DHEW
or other government agencles, such ag the Department of Defense, Idenlly, the
authority of this body should extend to il research activities, even those not
Federally supported. But such a proposal may raise major jurisdictionnl prob-
lems. The hody could be called the National Human Investigntion Board, The
Board should be independent of DHEW, for we do not helieve that the agency
which both conducts n great denl of research itself and supports much of the
research that is enrried on elsewhere is in n position to earry out dispassionately
the functions we have in mind, The members of the Board shou'd be appointed
from diverse professionnl and scientific didciplines, and should include repre-
sentatives from the public at large,

‘2, The primary responsibility of the Nationat Human Investigntion Board
should be to formulnte resenrch policies, in much greater detail and with much
more clarity than is presently the cnse. The Board must promulgate detailed
procedires to govern the implementation of its polices by institutionnl review
committees, It must also promnulgate procedures for the review of research
decistons and thelr consequences. In particutar. this Board shonld establish
procedures for the publication of important institutional committee and Board
decisions, Publieation of such decisions would permit their intensive study
hoth ingide and outside the medienal nrofession nnd would be a first «ten townrd
the caseby.ense development of policles poverning human exnerimentation.
We regard such a development, nnnlngmx.? to the experience of the common
1aw, as the best hope for ultimately providing workable standards for the regu.
lation of the human experimentation vrocess,

3. The National Human Tuvestization Board shou'd develon anpeals ntroce.
dures for the andjudication” of disngreements hetween investigators and the
institutional review committees, .

"4, The National Human Investigntion Board should algo develon a “no fault?
clinfenl research insurance pinn to assitre comnensntion for subiects harmed
fg o result of theit participation in resenrch, Imstitutions which shonsor Fed-
erally supported regenrch activities should be required to participate in such

a plan,
1ix
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5. With the establishment of adequate policy formulation and review mecha.
nisms, the structure and functions of the institutional review committees
should be altered to enhance the effectiveness of prior review. In place of the
amotrphous institutional review committee as it now exists, we propose the
creation of an Institutional Human Investigation Committee (IHIC) with two
distinet subeommittees. The IHIC should be the direct link between the insti-
tution and the National Human Investigation Board, and should establish local
regulations consistent with national policies. ‘I'he THIC should also assume an
educational .role in its institutions, informing participants in the research
enterprise of their rights and obligations, ‘The implementation of research
policies should bhe teft to the two subeommittees of the IHIC:

a. A Protocol Review Ciroup (PRG) should be responsible for tue prior
veview of research protorols. The PRG should be composed mainly of compe-
tent biomedical professionals.

b. A Subject Advisory Group (SAG) shonld be responsible for aiding subjects
in their decisionmaking «honever they request its services, Subject must be
made aware of the existence of the SAG. The primary concern of the SAG
should be with procedures for obtaining congent, and with the quality of
consents obtained. ''he SAG should be composed of both professionals and
Inymen,

111, DEVELOPMENT OF CURRENT DHEW POLICIES

A, Historicul Background .

Experimentation with human beings is not a modern phenomenon: it dates
back to the beginning of recorded history. However, until the advent of
scientific medicine, “reseurch” was largely conducted unsystematically in the
-context of clinieal practice which benefited, harmed, or did nothing to untold
patients, Indeed, harmful consequences most often accrued to countless patients
who were given treatments whose value had not been established by carefully
controlled clinical investigations.® Since the individuals involved in “research”
were generally also congidered potential recipients of the knowledge gained,
fow questions were raised about the propriety of these interventions by either
the medical or legal profession. As far as the medical profession was concerned,
the systematic use of human beings for research purposes, a trend which began
in the late nineteenth ceatury and has accelerated ever since, did not lead
until relatively recently to a sustained exploration of the need to safeguard
resetrch subjeets. A notable erception was Claude Bernard who in 1865 pub.
lished his influentinl An Introduction to the Study of Experimental Medicine,?
in which he not only demonstrated the need for experimentation on human
subjects hut also began to formulate rules of ethical conduct.

Similarty the Iaw has had lttle to say about the rights of human subjects
in the research enterprise. Indeed prior to the nineteen-sixties, no specific
tederal or state statutes reguiated research institutions or investigators in
their use of human subjects for experimental purposes. Though beginning with
the English case of Stater v. Baker and Stapleton® in 1767 and the American
case of Carpenter v. Bluke® in 1871, courts were from time to time confronted
with the claim of experimentation in malpractice actions, the resulting opinions
evinced concern about “experimentation” bhut did not provide any meaningful
legal guidelines for investigators to follow, Perhaps the faci situations In these
cases, which often raised other important issues besides experimentation, pre.
cluded judges from speaking out more clearty on the legal limits to human -
research, Through the first third of the twentieth century, the generally ac-
cepted legal rule seemed to he that a physician experimented “at his peril”

if his patients were harmed thereby. Eventually, the distinction between rash
human experimentation and careful, sclentific and ethical experimental practice
was acknowledged by the courts. In 1983, the Supreme Court of Michigan
~ stated in a malpractice case !

“We recognize the fact that it the general practice of medicine and surgery
is to progresy, there must be a certnin amount of experimentation carried on:

1_'_01 ?ecz.l f;3(-};(:).5..\10(1911. "Let Hach New Patlent Be a Complete Bxperlence” 174 J AMA.

?Bernard, An Introduction tu the Study of Eoperimental Medicise, 1, ¢,
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but such experiments must be done with the knowledge and consent of the.
patient or those responsible for him and must not vary too radically from the
accepted method of procedure.”"

Although this dictum was a broad generalization, made in a therapeutic
context, and was not directed at nontherapeutic investigations, it signalled
the ascendency of a more balanced judicial attitude toward medical research
involving human beings.

This posture was sorely tested by the revelations of the horrifying atrocities
perpetrated under the Nazis by German physicians and scientists in the name
of clirical research.? The disclosures at Nuremberg disturbed the medical com-
munity, and.many physicians and research scientists called for worldwide
acceptance of ethical standards to assure the protection of subjects in bio-
medical research, However, the impact of their concern was blunted by the
eruelty of the concentration camp experiments which obscured the fundamental
fact that similar problems of research ethics, though not of the same magni-
tude, had characterized the research enterprise from its beginnings. Nonethe-
less, the trial of the Nazi physicians led the Military Tribunal to set forth
ten basic principles, the so-calied Nuremberg Code,'® which must be observed
in human experimentation “in order to satisfy moral, ethical, and legal con-

. cepts.” The following principles fllustrate the nature of the Code:

1. The voluntary consent of the human subject is absolutely essential. , . .

2, The experiment should be such as to yield fruitful results for the good of
society, unprocurable by other methods of study, and not random and un-
necessary experiments in nature,

L] * * * * * *

6. The degree of risk to be taken should never exceed that determined by
the humanitarian importance uf the problem to be solved by the experiment.

The widely felt need to supplement and modify the provisions of the Nurem-
berg Code led to the proliferation of other “improved” codes of research ethics.
The World Medical Association’s Helsinki Declaration (1864)," the American
Medical Association’s Ethical Guidelines for Ciinical Investigation (1966)*
and the draft code of the American Psychologicui Association (1972)* are
three which have recefved the most attention,

The promulgation of such documents helped to focus attention on the ethical
problets inherent in research activities involving human subjects. However,
as the number of documents fncreased their limitation become more evident
to concerned observers. As one of us has elsewhere remarked : ,

“Phe proliferation of such codes testifies to the difficulty of promulgating
a set of rules which do not immediately raise more questions than they
answer, By necessity these codes have to be succinetly worded and, being
devoid of commentary, their meaning is subject to a variety of interpretations.
Moreover, since they generally aspire to ideal practices, they invite judicious
and injudicious neglect. Consequently, as long as they remain unelaborated
tablets of exhortation, codes will at best have limited usefulness in guiding
the daily behavior of investigators.”

Furthermore, discrepancies between codes have helped to sow confusion.
Discussing the Helsinki Declaration and the A.M.A. Guidelines, Professors
Katz and Capron observed :

“The significant discrepancies between these two documents hightight the
need for mechanisms which would permit their reconciliation, . , . Unlike the
Helsinki Declaration, the AMA guidelines propose that ‘(m)inors or mentally
incompetent tubjects may be used as subjects only if (t)he nature of the

i v. Koch, Mich., 278, 282 241 N.W, 742, 785 (1036),

“gggh}ﬁ'{nh o‘;c Wgzzorh(r‘tmnln Bg!m-e the Nurembern Miltitary Tribunals, Volimea 1
and IT, The Medieal Case. Washington, D.C.¢ U8, Government Printing Office (194R).
Tor excerpts which Indiente the nature of the offenzea nnd the resniting judements, see
Ratr, Heperimentation ioith Human Befngs, pp. 202-306 (Russell Sage Foundation,
1972) (Hereinnfter Katz), .

igeis,nre totiele 2, of
0 ;511\}116!’:"1&6"%{1(5]6“:0?16 (Assoeln-tion. 'bperattons and Reports of the Judietal Couneil, pp.
- ¢ ' ),

"f‘}A;r,mﬂegﬁ;Pn;"ct;olont!cn‘!DAﬁ;?n]f’ntkm. h;fh{aqli )I’Hnofpten tn the Conduct of Reaearch
with Human Participanta (Dra netment, .

17 Katz, “The Edué’ntlon of the Physlcinn tnvestigator,” 08 Daedalus 480, 482:3 (1960).
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