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DEPARTMENT OF HEALTH. EDUCATION, AND WELFARE
- PUBLIC HEALTH SERVICE

WASHINGTON, D.C. 20201

REFER TQ:

Pebruary 8, 1966

TO : The Heads of Institutions Conducting Research with
Public Health Service Grants

FROM : Surgeon General, Public Health Service

SUBJECT: Clinical research and investigation involving human beings

Expanding Public Health Service support of clinical research and investi-

gation involving human beings emphasizes the need for more formal attention
to the critical issues raised by such research.

In December 1965 the National Advisory Health Council, after study of
these critical issues, made certain recommendations to me which I have
now formulated as the following Public Health Service grant policy:

No new, remewal, or continuation research or research training
grant in support of clinical research and investigation involving
human beings shall be awarded by the Public Health Service unless
the grantee has indicated in the application the manner in which
the grantee institution will provide prior review of the judgment
of the principal investigator or program director by a committee
of his institutional assoclates. This review should assure an
independent determination: (1) of the rights and welfare of the
individual or individuals involved, (2) of the appropriateness of
the methods used to secure informed consent, and (3) of the risks
and potential medical benefits of the investigation. A description
of the committee of the associates who will provide the review
shall be included in the application.

Effective {mmediately, this policy will be included in all future state-
ments of Public Health Service research and research training grant policy.
The wisdom and sound professional judgment of you and your staff will
determine what constitutes the rights and welfare of human subjects i{n
research, what constitutes informed consent, and what constitureg the

risks and potential medical benefits of a particular investigation.
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I wish to define more explicitly, however, what 1s meant by a committee

of his-institutional essocliates to assure an independent determination
because the policy requires that the application include a description

of the associates who will provide the review, The '‘committee would need

to be made up of staff of, or consultants to, your institution who are at
the same time acquainted with the investigator under review, free to assess
his judgment without placing in jeopardy their own goals, and sufficlently
mature and competent to make the necessary assessment, It is important -
that some of the members be: drawn from different disciplines or interests
that do not overlap those of the investigator under review,

The policy does not ask for the names of the members of the committee.
It does ask for a description of its composition; e.g., the number of
mewmbers and the professional or public interests they reflect.

I have directed all my staff who administer the initial review of appli-
cations for grants for clinical research and investigation involving
human beings -- regardless of whether these applications are for new,
supplemental, remewal, or continuation support -- to ascertain that each
application includes the information required by this policy and to ob-
tain this information, when necessary, in a document signed by both

the principal investigator or program director and the official for the
institution.

I know that you are as deeply concerned with this 1ssue as are any of

us in the Public Health Service, T urgently request that you give my
staff your cooperation in making this policy an effective instrument for
the good of the public and scilence,.

W) 27 7

william H. Stewart, M.D.




U. S. Public Healih Scrvice 'ro # 129
Division ot Research CGrants POLLICY

Bethesda, Maryland 20014 Februavy b, 1966

SUBJECL t Clinical Investigations Using Huwman Subic s

APPLICABILLTY @ All PHS Rescarcin and Rescarch Trailnung Grants
in Support orf Such Cl.uical Investigatious
(including General Rescarch Support Grants)

EFVECUIVE DATE: inmmediately

BACKGKOUND:

The Natioval Advinory Heatth Council on Decembev 3, LY0Y, revommendel Lo
the Surgeoen General as tollows:

Be 1t resolved that the National Advisory Heaulth Council
beliceves that Public Heaith Service support of clinical research
and iavestigation involviung human beings should be pruvided ouly
if the judgment ot the investigator is subject to priuvr review
by his institutional associates to assure an independent deter-
minstion of the protection of the rights and welfare of the
individual or individuals involved, of the appropriateness cof
the methods used to secure inforumed consent, and of the risks
and potential medical benctfits of the investigaticn.

The Surgeon General accepted the recommendation of the Council and
instructed the Grants Policy Ovficer to develop tmplementing procedurces
for rescarch and rescarch training grants.

STATEMENT OF POLICY:

No unew, renewal, or contlnuation rescarch or research trainiug grant in
support ot clinical research and investigation involving human beings
shall be awarded by the Public Health Scrvice unless the grantee has
indicated in the application the manner in which the grantee institution
will provide prior review of the judgment of the principal investigator
or program director by a4 committee of his institutional associates. This
review should assure an independent determination: (1) of the rights and
welfare of the individual or individuals involved, (2) ot Lhe appropriate-
ness of the methods used to sccure informed consent, and (3) of the risky
and potential medical benmefits of the investigation. A description of

the comnmittee ol associates who will provide the review shall be included
in the applicaction.
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PHOCEDURE:

The above policy becomes ettective lmmediately and will be wucorpurated
in all PHS rescarch and research Lraiuning grant regulations and rescarch
and rvesearch training policy statements as souvn as possible., la Lhe
meant ime, the dttached memoraadum {row the Surgeon Gencral caplatns the
policy tu gruntee institutions.

The PHS statf who administer the initial veview of applications toc
clinical vesearch and investigation iunvolving human beings (inclucing
the administrative review for.continuation applications) shall as -vtain
that cach application iucludes the information requirved by this o licy
and shall obtain this inforwmation, if necessary, in a document siyiecd Ly
both the principal investigator or program divector and the ottic: o
authorized to sign for the institution.

Atlachment
ORIGINATING OFFICE: The Surgeon General, Public Healtii Scrvice
APPROVED BY: CGrants Policy Ofticer, 0SG

_ Grmadt M, Gl

Date: 2 /& /(b

Index: Clinical Investigations
Human Subjects: Clinical Investigations




DEPARTMENT OF HEALTH, EDUCATION. AND WELFARE
PUBLIC HEALTH SERVICE
9000 ROCKVILLE PIKE
BETHESDA, MD. 20014

July 1, 1966

TO : Heads of Institutions Receiving Public Health Service Grants

|
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Surgeon General, Public Health Service

SUBJECT: Revised procedure on clinical research and investigation
involving human subjects

Ou February 8, 1966, 1 issued a policy statement relating to {ipvestigations
involving human beings, including clinical research, pointing out the need
for group review to protect the rights and welfare of the human subjects
involved. The original policy involved only the support of research and
research training. The application of this policy has been extended to
all grants and awards cf the Public Health Service in the support of re-
search, training, or demonstration projects, including the projects sup-
ported through general research support and those of fellows and trainees.
The policy is not applicable to grants in support of construction, altera-
tions, renovations, or research resources -- it is obviously applicable to
the Public Health Service projects using these facilities and resources.

Experience gained in administering this policy has led to revision and
simplification of procedure, The major procedural revision 1is one for
making agreements between each grantee institution and the Public Health
Service which will obviate the necessity for providing detailed assurance
with each application, Attached to this memorandum is a statement of re-
vised policy and procedure (Policy and Procedure Order 129) which hss been
issued at my instruction.

Tae Public Health Service will continue 1its study of the Llssues of investi-
gations ianvolving human subjects. As experience shows the need for revised
or augmented policy or procedures, these will be developed. I shall be

pleased to receive suggestions and {nformation from officials and investi-

gators of grantee iastitutions to assist the Service in the conduct of its
study.

I trust that these revisions, reflective or the advice I have received
from wany of you, will facilitate your diascharge of this important obliga-

pYe Za»u/‘f//éi?f/’m//

William H. Stewart,

Attachment
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“U. S. Public Health Service PPO #1129, Revised
Division of Research Grants POLICY

Bethesda, Maryland 20014 July 1, 1966
SUBJECT : Investigations Involving Human Subjects, including

Clinical Research: Requirementa for Review to Insure
the Rights and Welfare of Individuals

APPLICABILITY : All Public Health Service Grants and Awards
EFFECTIVE DATE: Immediately

SUPERSEDES : PPO #129, February 8, 1966
PPO #129 Supplement, April 7, 1966

I. BACKGROUND:

Culminating several years of study by various Public Health Secrvice staff
and advisory groups, the National Advisory Health Council passed the
following resolution on December 3, 1965:

"“"Be it resolved that the National Advisory Health Council
believes that Public Health Service support of clinical
research and investigation involving human beings should
be provided only if the judgment of the {nvestigator is
subject to prior review by his inst{tutional associates to
assure an independent determination of the protection of
the rights and welfare of the individual or individuals
involved, of the appropriateness of the mnethods used to
secure informed consent, and of the risks and pntential
medical benefits of the investigation."

II. POLICY:

The Surgeon General accepted the resolution of the National Advisory Health
Council and promulgated the following policy statement on February 8, 1966;

"No new, renewal, or continuation research or research
training grant in support of clinical research and
investigation involving human beings shall be awarded

by the Public Health Service unless the grantee has
indicated in the application the manner i{n which the
grantee institution will provide prior review of the
judgment of the principal investigator or program
director by a committee of his institutional assoclates.
This review should assure an independent determination:
(1) of the rights and welfare of the {ndividual or
individuals involved, (2) of the appropriateness of the
methods used to secure informed comsent, and (3) of the
risks and potential medical benefits of the i{nvestigation.
A description of the committee of the associates who will
provide the review shall be included in the application."
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ITI. REVISED POLICY:

By decision of the Surgeon General, the application of this policy has
been extended to all grants and awards of the Public Health Service in
the support of research, training, or demonstration projects, including
the projects supported through general research support and those of
fellows and trainees. The policy 1s not applicable to grants in support
of construction, zlterations, renovations, or research resources -- it

ie obviously applicable to the PHS projects using these facilities and
resources,

This policy will be included in all pertinent grant program policy and
instruction statements, and will be among the conditions of award agreed
upon by grantee institutions and the Public Health Service. The policy
applies to all investigations involving human subjects, including clini-
cal research.

A. Assignment of Responsibility

Safeguarding the rights and welfare of human subjects involved
in research support by PHS grants is the responsibility of the
institution to which the grant ias awarded. The institution
must assure the Public Health Service that in the case of in-
vestigations and activities supported directly by the PHS, it
will provide group review and decision, maintain surveillance,
and provide advice for investigators on safeguarding the rights
and welfare of human subjects. The institution also has the
responsibility to provide whatever professional attention or
facilities may be required for the safety and well-being of
human subjects. The institution shall .be responsible for
developing the administrative mechanism fr~ review, surveillance,
and advice; however, the PHS requires that, prior to i{nception
of each course of iuvestigation, objective decisions be made on
the three points cited in the Surgeon General's policy statement
(above) by an appropriate committee of associates of the in-
vestigator having no vested interest in the specific project
involved. The grantee institution may utilize staff, con-
sultants, or both to carry out the review. Any group responsi-
ble for review should possesi not only specific gcientifi{ic com-
petence to comprehend the scientific content of the investiga-
tions reviewed, but also other competencies pertinent to the
judgments that need to be made.

The grantee 1is required to make and keep written records of the
group reviews and decisions on the use of human subjects and

to obtain and keep documentary evidence of informed consent
relating to investigations carried out with the assistance of
PHS financial support.
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B, Timing of Review

While this policy requires that review bec conducted prior to
the use of human beings as subjects, there are advantages to
both the PHS and the grantee in having the review conducted
prior to application for PHS support. The PHS cncourages the
institution to do so, if the review can be accomplished with-
out causing unreasonable delay in the application process and
if the application is of the type that normally contains a
reviewable sclientific protocol. )

1V, PROCEDURAL REVISIONS ~-- ASSURANCES OF APPLICANIS AND GRANIEES:

Upoun issuance of this policy statement, the PHS will require n:.essary
assurances from the grantee institutions which sponsor investigations
involving human subjects, including clinical research. These assurances
will cover both the general principles of safeguarding human rights and
welfare in the conduct of rescarch and the specific points of the Surgeon
General's policy. The assurance should provide explicit information on v
the policy and procedure it employs for review and decision on the pro- el
priety of plans of research involving human subjects. The descripticns C
will include the competencies represented in the committees of associates
utilized for review, the sources cf consultants ({if used), the adminis-
trative mechanisms by which surveillance is provided for projects involv-
ing human subjects -- particularly to deal with changes in protocol or o
emergent problems of investigations, the means of guidance and advice ' '
provided for investigators, and the manrer in which the institution will

assure itself that the advice of the commjttee of associates will be ‘
followed. Copies of documents of institutional policies on these issues

should be attached to the memorandum of assurance. An example of an o
acceptable assurance is attached, QQE.

Assurances can be provided which apply only to individual major com-
ponents of universities or other large institutions in those instances

where assurances covering the total institution are impracticable or s
inadvisable, SR
Each assurance and its attachments shall be transmitted to the Public ;-
Health Service, in care of the Chief, Division of Research Grants. When -
the Public Health Service has ieviewed and accepted the assurance, the L

Chief, Division of Research Grants, shall so notify both the responsible .-
official of the grantee institution involved and all Public Health s
Service extramural research program offices.

Each grantee institution shall report currently any chanves in its ‘\\

. . . . . .t N\
policies, its procedures, or the competencies representced on its cormicicrn N S
of associates. PR

TN
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FPor each application that includes or is likely to {nclude investigations
involving human subjects, including clinical research, the applicant in-
stitvtion should make reference to the certification as follows:

"The investigations encompassed by this application have
been or will be approved by the committee of associates
of the investigator(s) in accordance with this institu-
tion's assurance on clinical research dated M

Until an institution-wide assurance has been accepted by the PHS, the in-
stitution can fulfill requirements of this policy for individual studies

by submitting an assurance with each application for PHS financial support
stating that prior to inception of investigations, the requirements of ’
section III. A. of this Policy and Procedure Order will be followed. The
ststement wmust also describe the cowmposition of the group which will con-
duct the review.

This interim procedure will be acceptable until November 1, 1966, Afte~
that date no new, supplemental, renewal, or continuation application for

8 Public Health Service grant or award to support investigations involving
human subjects will be accepted for review uniess the PHS has approved an
institution-wide assurance.

Nothirg in the institution-wide assurance or in the interim policy pro-
cedure used in some cazes until November 1, 1966, should inhibit PHS
staff, advirory groups, or consultants (1) from identifying concern for
the welfare of human subjects, and communicating this concern to the
grantee institution, or (2) from recommending disapproval of the applica-
tion if the gravity of the hazards and risks so indicatc.

In the case of avards to U.S. citizens receiving fellowships for training
abroad, special conditions or circumstances relating to the place at which
the training is being provided may upon occasion justify modification of
these requirementr. Requests from the sponsor for approval of such modi-
fications must be reviewed by the Office of Internatioral Research, NIH,
and approved by the PHS bureau chief concerned.

Attachment
ORIGINATING OFFICE: Office of the Surgecn General, PHS

APPROVED BY: Grants Policy Officer, 0SG
AN 2 AT
pate: Yo', 1, /9L
\7 / /

Index: Clinical Research
Human Subjects, Investigntions Involving
Individuals, Rights and Welfare of




