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Or. Charles R. Mackay, Deputy Director
Office for Protection from Research Risks
Office of the Director
Departmint of Health and Muman Services

- 318 Westwood Building
5333 Nestbard Avenue
Bethesda, Maryland 20205

Dear Dr. MacKay: S

O
This 1s {n response to your letter of June 17, 1980, to Dr. C. C. Lushbaugh,
Oak Ridge Associated Universities (ORAU), and our subsequent telephone con-
versation requesting an investigation and report concermning iavolvement of
?«Hv;duls as subjects of research at the Oak Ridge National Laboratory
ORML).

Before discussing the results of our iavestigation, it may be helpful to
clarify the role of the two institutions referred In youwr letter. The

Osk Ridge Ratiomal Laboratory is a Federally owned facility operated for

the Department of Energy (DOE) by the Union Carbide Corporstion, Muclear
Division. Research at ORNL for other govermment agencies 1s conducted

under the DOE contract with Unfon Carbide Corporation. Oak Ridge Associated
Universities is also a prime operating contractor of DOE. Since there are
two DOE research ceaters in Cak Ridge, both of whom have work funded by KIN,
a bi-institutional General Assurance was sought and granted by NI with both
institutions sharing the General Assurance (G01716). The ORAU/ORNL Cosmittee
on Ffuman Studies 1s chaired by Dr. Robert Lange of the University of Tennessee
Feworial Research Center {m XKnoxville, Tennessee. For contimuity,

Dr. Lushbaugh has agreed to have all metters relating to the Committee

be addressed to him. The fact that Dr. Lushbaugh 1s listed as the
Institutional Officer to whom correspondence concerning Board affairs

should be addressed does not change the bi-institutional nature of the
Committee as shown in Enclosure 1. For ORML, Dr. John Storer is the
Institutional Representative. This block diagram was imcluded as Annex 6
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Dr. Charles R. MacKay -2- September 5, 1980

in the letter of January 17, 1977, from Dr. C. C. Lushbaugh to

Dr. Roy Kinard. In view of the somewhat complex bi-institutional
involvement, we determined that the best method to obtain the
information requested was for DOE to undertake this investigation
and report results directly to you.

I will address {(:ur questions in the order in which thay appear in your
latter of June

1. "confirmation from the {nstitution of the reported incidents,
including whether or not IRB review of the activities took
place and, 1f so, winutss of the review’:

In the Spring of 1979, Dr. Thomas $laga, & member of the

Senfor Staff at the 0Oak Ridge Mational Labors , did

apply 12-0-tetradecanoyl phorbol 13-acetate (TPA "to a

small area of his skin as did four other mesbers of

Dr. Slaga's research group. The application occurred

oh:ly oncs, awey from the Laboratory and during off-dwty
rs.

Prior to this exposure, no IRB review had occurred.
Unfortunately, a formal {nvestigation and report were not
made at the time ORNL first learned of the exposure.

We have already informed ORNL of our position that
uch an investigation should have been made {mmediatoly
and the results reported to us promptly. Subsequently,
Dr. Slaga did submit an application to the ORAU/ORNL
Cormmittee on Human Studies and the application was dis-
approved. Dr. Slaga's applicatfon and the Minutes of
the Committee's review and related correspendence is
contained in Enclosure 2.

2. "{n the event that there had been no prior IRB a pE
a report of any follow-up or corrective action taken by
the institution including measures to prevent the recur-
rence of similar incidents":

Following a determination by the Director of the ORNL
Biology Divisdon that exposure to TPA had occurred without
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prior IRB or Laboratory approval, Dr. Slaga was informed

fn the strongest possible terms that this was an unacceptable
practice and 1ts occurrence away from the Laborstory did not
relieve Dr. Slaga of his professional responsibility.

Dr. Slaga was again informed of ORNL policies with regard

to human use experimental procedures which require that

any proposed research involving human subjects be approved

tn advance by the ORAU/ORM. Cormittee on Human Studies. As
indfcated previously, Dr. Slaga did subsequently submit an
application which was not approved.

As a result of this incident, all ORNL policies and procedures
regarding human use experiments have been reviewed to {nsure
that they could be reasonably expected to prevent any such future
occurrence. Following this review, 1t has been hasized to

all ORNL Senfor Research staff the {mportance of se
procedures and their individual responsib{iity to see that

all investigators and staff under their supervision are fully
avare of the policies and adhere to them. Further, an

addittonal administrative check has been {ntroduced into the

ORNL procedures.

. "a statement of the institutional policy regarding IRB review

of such act{vities and what {s being done administratively to
insure understanding of, and compliance with, the policy on
the part of researchers”:

As indicated above, the Oak Ridge National Laboratory is a
Federally owned facility of the Department of Energy and must
observe all regulations of the DOE and the other Federal agencies
where they apply. The DOE regulations for “Protection of Human
Subjects" (10 CFR, Part 745) conform to the Department of Health
and Human Services' regulations and clearly require the
Institutional Review Board review and approval of any activity
involving human subjects. These regulations are covered at
ORNL and ORAU by the "Implementing Gufdelines for Research on
Human Subjects", Enclosure 3. These guidelines are being up-
dated to reflect the change from DHEW to HHS and from ERDA to
DOE. Some other minor changes may also be made subject to
review and agg:ova! of the Committae on Human Studies. When
approved by Conmittes, the revised guidelines will be
promptly forwarded to you for your review.

TR A
e ‘.! <) YO g4y,
| VA

OREICE Gt 1ot _nlg

P -

/VPFJH_I{} "'A,m tan

BIA e



Dr. Charles R. Mackay -4-

. - - . . . . - o . . - . r . .

September 5, 1980

We have emphasized to ORNL Senfor Management the {mportance of
these regulations and their responsibility to see that they are
fully complied with. Subsequently, one additional administrative
check has been added to the ORNL drocedures. All p sed
research which has been reviewed and approved by the IRB must still
be approved by the ORML Inst{tutional Representative before ang
such research activity can actually be {nitiated. e belfeve

this additional decision point {s administratively very useful

{n a Laboretory as large as ORML.

"how the current institutional policies regarding use and
handling of know carcinogenic and other hazardous materials
adequately cover research {nvolviag human subject":

Prior to obtaining permission to work with any known carcinog:nic
or other hazardous materials, a research protocol must be submitted
to the ORNL Biohazards Review Committee. This Committee functions
similar to the Institutional Review Board and must review and
approve the research ed, deterwmine that the Laboratory in
which the material will be used meets all applicable safety
standards and that the protocol clearly contains all procedures
for handling, storage and disposal of the mater{als. Review

and approval of the proposal for scient{fic merit must precede
submission to the Biohazards Review Committee. The Minutes of
the Biohazards Review Committee are reviewed by a professional
member of the DOE staff. The DOE-Oak Ridge staff also conducts
periodic occupational safety audits of the faci{litfes used for
such research to insure full compliance with all Federal
requlations and standards.

If the Biohazards Review Comnittee approves the proposed research,
{t would then be submitted to the ORAU/ORNL Committee on Human
Studies 1f human subjects were to be {nvolved.

We have devoted considerable effort to providing the fullest possible
answers to your letter request. I regret that it has taken so long
and appreciate your patience. If you have suggestions or corments to
fmprove these procedures, we would be most glad to receive them or to
provide other information you might require.

ER-13:WRB

Sincerely,

Original Signed by
William R. Bibb

William R. Bibb, Director
Research Divistion

E\d w{m Block Diagram
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OAK RIDGE NATIONAL LABORATORY
OPERATED BY
UNION CARBIDE CORPORATION
NUCLEAR DIVISION

=3

POST OFFICE BOX X
OAK RIDGE, TENNESSEE 37830

OFFICE OF THE DIRECTOR September 2, 1980

Department of Energy, Oak Ridge Operations

Attention: Mr. J. A. Lenhard, Assistant Manager
for Energy Research and Development

Post Office Box E

Oak Ridge, Tennessee 37830

Gentlemen:

ORNL HUMAN USE EXPERIMENTAL PROCEDURES

;B 22700 '
Your letter of July 21, 1980, expressed concern with regard to the expo-
sure of several ORNL employees to 12-0-tetrodecanoyl phorbol 13-acetate
(TPA). We fully share your concern with regard to this matter and would
1ike to apprise you of the steps we have taken since the exposure.

When this matter first came to our attention in the Spring of 1979, the
Director of the Biology Division informally met with Dr. Slaga to establish
the facts. It was determined that exposure to TPA had occurred after hours
and away from the Laboratory and without prior Laboratory approval.

Dr. Slaga was informed in the strongest possible terms that this was an
unacceptable practice and that its occurrence away from the Laboratory did
not relieve him of his professional responsibility. Dr. Slaga was also
informed again of ORNL policies with regard to human use experimental pro-
cedures which require that any proposed research involving human subjects
must be approved in advance by the Human Use Committee.

We subsequently reviewed all our policies and procedures regarding human use
experiments to insure that they could be expected to reasonably prevent any
such future occurrence. Following this review, we emphasized to our senior
research staff the importance of these procedures and their individual
responsibility to see that all investigators and staff under their super-
vision were fully aware of the policy.

Since receiving your letter, we have again reviewed the ORNL policies and
procedures to see if they are adequate and have made some changes to broaden
the policy. A copy of the latest ORNL policy is enclosed. As a result of
this detailed review, we are convinced that the ORNL practices and procedures
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Mr. J. A. Lenhard -2- September 2, 1980
concerning research involving human subjects can reasonably be expected to
prevent such occurrences in the future.

We trust this information is fully responsive to your request and that it
will be adequate for the Office for Protection from Research Risks, NIH.

Sincerely,

‘-‘em 'Posb““

Herman Postma

Director

HP:jnw
Enclosure
cc: A. S. Garrett

R. A. Griesemer

R. F. Hibbs

C. C. Hopkins

€. R. Richmond

File - RC
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. cr-sliance with DYEW and ERDA Regulations on Protection of Human Sub

u)

ORAU/ORI, Comnittee on Human Studies

T-PLENERTING GUIDELINES FOR PESEARCH ON HUMAN SURJECTS

PR
Secos

(March 1977)

Basic Principles (See Cefinitions, Annex 1.)

The Committez on Human Studies for Oak Ridge Associated Universities znd
Oak Ridge National Laboratory has officially adopted the code of ethics
a2dopted by the World Medical Association, known as the Declaration o:
Helsinki. It accepts as amplification of this document the statemen:z

of the British Medical Research Council. The guiding principles of
operation of this Comnittee are, however, those sect forth in detail Ly
DHEW in Federal Register, March 13, 1975, Vol. 40, No. 50, Part II,
Protection of Human Subjects, Technical Amendments, pp. 11854-1185¢,

Part 745 (FR 41, November 30, 1976, pp. 52434-52438). (See Annex 1
2 and 3.) Wherever these guidelines appear to differ substantively
from those in the Federazl Register, those in the Federal Register sh»s:1ld
be understood to be dominant and to be followed.

Cormittee Membership and Structure

The Committee shall consist of persons of either sex and any race with
varying backgrounds, training, vocation and community interests whs, while
cognizant of the research goals and programs of the two sponsoring
institutions (ORNL and ORAU), are sufficiently qualified to safeguard the
rights and welfare of human subjects and review the relative merit of
human studies in respect to any risks involved. The Committee will b2
composed of at least two lay persons, two research scientists and tw>
clinicians. Two of the medical professionals, howaver, must ba fron
institutions other than ORNL or ORAU, the institutions from which will
emanate applications for permission to conduct a particular human stuly.
Because of the dual sponsorship of this Committee, the Medical Direczor

of the Health Division, ORNL; Director of Biology Division, ORNL; and

the Chairman of the liedical and Health Sciences Division of ORAU shall be
na2nbers of the Committee. The Directors of the two sponsoring instiiutions
{ORAU and ORNL) shall designate to these divisional directors the reszon-
sipility for seeing that their respective staffs comply with HEW and

ERDA regulations for the protection of human subjects. The Chairman ard
Secretary of the Comnittee shall be elected at one (January) of two
annual meetings of the Committee. A person nominated for Committea
mambership by a membar of the Committee or a sponsoring institution shal
P2 made a member only with the concurrence of the other Committee merbar
Bacause of the complexity of modern laws and regulations protecting nunma
rights, governing contractural obligations and guiding the use of govern-
ment funds and facilities for research, at least one member will b2 a
lawyer cognizant of the Federal Regulations. A lawyer consultant will ke
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agreed upon and will be rcadily availatle to counsel the Commiitce

if the Committee memboership do2s not include a lawvyer mrmber.

similarly, if the momborchip éocs not contair a rminister or a
psychologist (or psycniatrist), some pzrson with a related vocation

who is intcrosted in protecting persons from emotional and psycroleszic
trauma must be available to the Commnittec for consultation on individuzl
projects whether or not psychologic stress or risk is obviously involved.
(See Annex 4, 5, and 6.)

Procedures for Carrying out Initial and Continuing Review of Aposlizz2tions
and Projects

1. Initial Review

All applications for support of resecarch, training, demonstration

or general research support projects, including those of fellows.

and trainees, which involve the use of human subjects, must bz pre-

sented to and approved by the Committee on Human Studies, prior to

submission for funding, and with the identical experimental design

used for grant submission or ERDA "189" proposals. Regardless oZ the
T

nature or degree of risk anticipated, the application must be prssentel

in writing on the proper form (Annex 7). The application should not
contain extraneous material; that is, the investigator should rot

s bmit a copy of an IND or ERDA-189 as a substitute for the form
specified. The applicant must be prepared to discuss in person
bafore the Committee detailed information on the following paints:

a.- The possible risk to the rights and welfare of human subjects,
including the rights of privacy, freedom from harassment ari
confidentiality of data. A description of the provisions ma3de
to minimize these risks must also be presented.

b. Methods used to acquire informed consent. The form on which it
is obtained and the risk described. Special emphasis shall bz
pPlaced on the appropriateness of a consent form to the parti-
cular situation inherent in the study plan in question (Anna:x 8)}.

c. The relative risks of the project as compared to the probable
benefits to the subjects and to society. For each application,
the Committee will document vhether or not physical or psycholio-
gical risks are likely to ensue as a result oi the proposed
research study, and further, that such potential risks have bz2en
evaluated in respect to the subject and his rights, needs and
benefits. In addition, informed consent documents must be sub-
mitted to and approved by the Committee for each study so that
members can be ensured that each human subject will receive
candid explanations of specific procedures and their purposes,
of attendant specific discomforts and risks, and possible bane-
fits, if any. 1In addition, the Committee must be satisfied in
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each study ecvaluation that the subjects will be instructed

that they are free to withdraw their conszni to participate

and to discontinue their participation in the propnsed projzct

at any time without prejudice to them. No informad consent

form will be considered acceptable if it contains any exculpatory
clauses or attempts in any way to absolve the Principal Investi-
gator's responsibility for the health (physical or mental) and
welfare of the human subjects to be involved.

Specific deficiencies in a proposal will be identified by the
Committee in writing for the proposer and also directed to tha
attention of that Committee member (the Director of the Health
or Biology Division, ORNL, or Chairman of the Medical and
Health Sciences Division, ORAU) who also has the responsibility
designated to him by the Director of his sponsoring institutisn
(either ORNL or ORAU) to obtain staff compliance with DHEW an
ERDA Regulations and Guidelines for Protection of Human Subje
Such a statement of deficiency by the Committee will be under
to require (1) delay in subnission of the proposed grant or
contract application to HEW or ERDA, and (2) resubmission for
Committee approval before the project proposals are allowa2d to go
forward in the funding process. A statement of approval by the
Committee will be accompanied by HEW-5986 (Annex 9) for the
institutional director's signature for simultaneous submission
with an NIH, NSF or ERDA grant propossal.

A member of the Committee who is from the institution (ORNL or
ORAU), from which the research proposal is being submitted, will
be expected to attend the Committee only for his information,
and will have no persuasive or voting powers concerning the
acceptability of that proposal and its level of compliance

with HEW and ERDA guidelines.

Approval of a proposal for a study involving human subjects shall
be formalized only after a majority of the qualified (see pzra-
graph above) Committee members have had a chance to review the
written proposal, discuss it with the other members of the
Committee, obtain adequate answers from the author to their
guestions, and reach complete agreement of acceptability. No
proposal will be approved to which any Committee member objects
on the basis of consideration of the physical or mental welfare of
any human subject. In special cases vhere a Committee membar
cannot attend, his comment and vote can be obtained by mail.

The Committee's findings will be transmitted in writing to the
appropriate officer of the laboratory proposing the research and
to the applicant. Release of funds shall be controlled by the
guidelines to HEW-596 (Annex 9). The applicant’'s administrative
superior shall maintain continuing review of the project
activities. If a responsible investigator plans a change in
study protocol, he must submit the proposed changes to the
Committee for approval before putting them into practice.



proccdures of the Committee to Provide Advice and Coulnsel to Investicator

TS

O roquest, senior investigators will appear before the Committce at its
called meetings to answ2r any questions concerning a proposal. The
question and replies will form part of the official minutes of the
Committee and will be distributed to the concerned staff members, togzther

with recordsd actions of the Committee on a Review ard Action Form (Annex 10).

Committee Meatings

The Committee will meet at least twice a year. The first meeting of

the year will be early in January, if possible, to meet the following
administrative needs:

1. Election of Chairperson and Secretary,

2. Reelection of mezmbers and replacement of those mambers no longar
able to serve, .

3. Report of the Secretary on the previous year's Comnittee activities
and on the numbar of approved studies that are still active and there-
fore require critical review in the new year. Establishment of the
calendar for scheduled review of continuing projects, documented by
an annual status report that reports any emergent problems and
indicates the need for changes in research protocols or forms for
obtaining informa2d4 consent.

The second biannual mesting will address any problems in these administrative
areas that have risen since the first meeting.

Other meetings will be called to meet the scheduled@ annual critical reviews,
and as needed, to consider & specific new proposal(s) involving

humans as subjects where HEY, ERDA, NSF or other governmezntal funding
agencies have fixed deadlines which the research applicant is trying to
meet. In spzcial cases where time is short, and particularly where the
defined risk to the human subject is a commonly accepted one (i.e., a
physical examination by a licensed physician) and does not require dis-
cussion with the project proposer, the appropriate members of the
Committee (Annex 6) may be polled by phone by the Secretary under the
Chairman's direction after the members have had a chance to review the
proposal sent to them by mail.

Requirements for Reporting any Emergent Problems or Proposed Precedural
Changes to the Committece

All senior investigators with proposed or active projects will receive
notice of Committee meetings and will appear before the Committee in person.
At this time they shall present in writing any proposed@ changes in pro-
cedures and shall describe any new risks and benefits, and any methods

for safejguarding patients' rights and procedures for informed consent in
advance of instituting these changes.
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All investigators with active rescarch programs involviag huma:n < .-
tha* have been approv:2 by the Committea must be kept aware of th2 -o:il
for an iumediate rezcrit to the Comnittee secrctary, Chaicperson, ¢

institutional represzntatives of ems2rgent problems bearing on thz m=2u:l:h

and w2lfare of human subjects and of nceds for protozeol modificaziz:os,
restrictions or termination.

Procedures to Maintain an Active and Effective Committee

1. The chairman will ensure an active Committee by calling, iﬂ aiiitic'

year.

2. The members will be enjoined to assess every ongoing project as w21l
as new proposals.

3. Extramural Committes members will be paid a consultant's fe2, pro-
viding they are able to accept it, and travel expenses.

4. Full Committee Minutes will be distributed promptly to all n=>X
in draft form for corrections and review, so that the opinions =z
actions can be recorded accurately.

l 1

-~

3
zr.3

5. On a regqular basis, at least annually, at som2 full Divisional
professional stafi meeting, the respective institutional reores
tative will explain this program for protection of human sudjec
to his staff and reinforce the importance to his division of hi
staff following th2 HEW and ERDA Regulations and Guidelines on
use of human subjscts in research.

2n-
T3
s
-,
[Py

Tocation of Records

The records of this Coznittee will be kept in the office of the fxecu-iv
Secretary and will be available to the Committee, staff, and govern=za:
auditors on demand.

1081038

w



OAK RIDGE NATIONAL LABORATORY
OPERATED BY
UNION CARBIDE CORPORATION
NUCLEAR DIVISION

L5z

POST OFFICE BOX X
OAK RIDGE, TENNESSEE 37830

OFFICE OF THE DIRECTOR August 27, 1980

Department of Energy, Oak Ridge Operations

Attention: Mr. J. A. Lenhard, Assistant Manager
for Energy Research and Development

Post Office Box E

Oak Ridge, Tennessee 37830

GCentlemen:

ORNL HUMAN USE EXPERIMENTAL PROCEDURES - .. 7" 7~ -
On page one of your letter (July 211’1980) vou state that the ORNL
response (Dr. T. J. Slaga's letter to Dr. T. Domanski at NCI) indicated
that the "in vitro studies using TPA are not associated with my NIH grant
or my NIH contract but rather with Department of Energy funding." You
continue that this statement implies that DOE would condone such activities
but point out that the Department of Energy would not do so. We believe
there must be some misunderstanding. The experiments carried out in vitro
with TPA have nothing to do with humans and are part of the long estab-
lished research program into the mechanisms of carcinogenesis carried out

on experimental animal tissues and cells in accordance with accepted
practices.

In response to the request for information on page two, items one and two,
we can provide the following:

The fact that Dr. T. J. Slaga and some of his colleagues had applied
12-0-tetradecanoylphorbol-13-acetate (TPA) to a small area of their
forearms and had a subsequent biopsy performed by a dermatologist, who was
not associated with nor had any reporting responsibilities to ORNL, off
site and out of working hours came to our attention in the spring of 1979.
Despite the fact that these activities were extramural, Dr. J. B. Storer,
Director, Biology Division, and Dr. R. J. M. Fry, Section Head, Cancer
and Toxicology, met with Dr. Slaga to establish the facts. Dr. Slaga

was told of the need and importance of complying with the Laboratory
regulations for the protection of human subjects and that the fact that
the investigation only involved research workers personally interested in
the action of TPA did not obviate the need for formal permission from the
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DOE, Mr. J. A. Lenhard 2 August 27, 1930

Committee on Human Studies. Furthermore, Dr. Slaga was told that on no
account was any further work on TPA involving any human subjects to be
considered until an application was made to the Committee on Human
Studies. Those instructions have been observed by Dr. Slaga.

Members of the staff know of the regulations concerning the protection
of human subjects, and no formal research program which entailed the use

of human subjects could be started without the Division administration's
knowledge.

Sincerely yours,

Py

Herman Postma
Director

HP:RIMF: TTO:bcs

cc: A. S. Garrett
R. A. Griesemer
R. F. Hibbs
C. C. Hopkins
C. R. Richmond
File - RC
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Block diagram of the bi-institutional Committee structure, administration,.
ctional identities.

lines of auth

ty and present membership and

ORAU/ORNL COMMITTEE ON HUMAN STUDIES

BLOCK DTAGRAM OF ADMINISTRATIVE AND MEMBERSHIP STRUCTURE OF
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MINUTES OF THEZ ORAU/ORNL COMMITTEE ON HUMAN STUDTES

alv 27, 190
Precent: Lalhoun, Friedran, Carvett, Coodwing, Hionsard, Hihrer. oons, lanoe,
Lawrenze, Lushbaugh, Mcice, and Stcrer. Not Froesent: Miller.
Propisal #56 ("In Vivo Ef7ccts of TPA con Adult Human S%in'; principal

investigator, Dr. Thomas J. Slaga) was discussed a* length by the Ccmmittee.
Several areas of question menticned by Committee members regarding the propcsal
were (1) its scientific merit, (2) its use in normal human velunteers, (3)
problems stemming from possible skin irritation from TPA, (4) possibility of
fnfection from TPA on biopsies to he performed, (5) problem regarding workman's
ccmpensation (if infection occurs and emplovee misses work), and (6) problems
from malpractice suits if indeed infection occurs in a serious manner.

Drs. Lushbaugh and hubner pointed out that TPA is an ingredient of croton
0il. Years ago croton oil was used as a purgative, and its use has been
discontinued except for veterinary purposes hecause of its toxicity in man.
The known toxicity of the oll orn human skin already presants possibilities
for irritation and infection, and suhseqitent biopsies on the volunteers lends
to additional :zhances of infection.

The five volunteers to be used in the study are from Dr. Slaga's laboratory.
Dr. Lushbaugh pointed out that HEW Guideliines frown on the use of normal human
subjects when the experimental procedure involves undue risk. Using velunteers

from the laboratory where the study is to be performed presents a problem of
ethics as well.

The end point of the studv was unclear to the Committee, and Dr. Slaga was
asxud to answer questions for the Committee. Dr. Slaga stated that his research
is dore in hopes of aiding human medicine; if not in actral treatment, then in
understanding the mechanism of cancer growth or inhibition. Dr. Lushbaugh ex-
pressed concern over the use of TPA in normal human subjects when it is net known
whether it is a tumor promoting agent on human skin. Dr. Slaga noted that parti-
cinzats woull not need te be invelved more than once in this study, and tre risk
was minimal. Dr. Lushbaugh asked about future plans, and Dr. Slaga replied that
his future projections (next 5-10 vears) included the use of foreskin in culture
and proLbably normal human skin from plastic surgery in his studies. Dr. Lange
noted that the consent form would have to be expanded.

r. Lushbaugh asked Mr. Koons if ORNL's Rlue Cross/Rlue Shield policy or
Worxman's Compensation would cover the medical bills and any loss of time on the
job if complications resulted. Mr. Koons replied that it would not. Dr. Storer
expressed concern that the Medical Department of ORNL would not have the capa-
bility of treating participants with severe complications should they occur (such
as reconstructive surgery).

The Committee voted not to approve Proposal #56 due to the risks involved.
the selection of subjects, and the inadequate consent form and requested that Dr.

Slaga redesign the proposal and resubnit it to the Cemmittez at a later date if he
so desired.
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At tihis point the Committee voted to medify the format of all proposals
chasriag the section "Divisional Review' to read 2s follows:

The anplication Jdescribed above has becn reviewsd and aprroved
for subriseion to the ORAU/IRNL Committee con Hurman Studias.

It wis roted to the Committee that Prcposal #48a, "Use of P3Ga-EDTA
Aerosol for Quantit.tive Ventilation Studies by Positron Emission Computed
Tomography (ECT)," had been approved by mail vote.

Drs. Uziel (Propcsal ORNL-4) and Regan (Proposal #53) submitted reports on
the progress of their projects; the Committee voted to approve the proposals
for continued study based on these reports.

Dr. Lushbaugh reported that the revisions requested in the consent form of
Proposal #32 at the March 20, 1979, meeting of the Committee would be made, and
the consent form resubmitted at the next meeting of the Committee.

r. lange told the Committee that Steve Lawrence had reported on 4/24/79
that ORAU is responsible for the liability coverage for all individuals outside
the employment of ORAU that are involved with ORAU programs. Mr. Koons stated
that individuals involved in ORNL and ORAU programs (rroposals) should be
listed as co-investigators on proposals te have liability coverage. (Example,
Dr. Tiowvo Rist, dermatologist in Dr. Slaga's proposal, should be listed as a
co-iavestigator had the proposal becen approved).

Comparison of FDA checklist and guidelines and the reporting form for in-
vestigators will be completed and submitted at a later date to the Committee.

Mr. Koons submitted two statements to the Committee regarding (1) alter-
native treatment and subject's right to privacy and (2) compensation and
medical treatment (if any) for physical injuries resulting from research. The
first statement dealing with the privacy act was changed to read as follows:

I understand further that only infecrmation obtained during this pro-
cedure frer the study becomes the property of ORAU and ORNL, and

only this information may be made available for review to the U. S.
rood and Drug Administration. Further, that such information may be
published in the scientific literature, as long as I am not identified,
at the discretion of the ORAU and ORNL staffs. -

The version printed above is to be reviewed by the Legal Department of UCC-ND
and resubmitted at a later date to the Committee for approval and inclusion on
consent forms., An additional form "Privacy Act Statement Consent Form" will
also be given to the lLegal Department for review and be resubtmitted to the
Committee with the statement cited above. The second statement explaining
medical treatment for physical injuries and compensatior was approved by the
Committee and is to be included as part of the consent form for all new prec-
posals and to be added to all ongoing proposals. Pat Fourney of ORNL and Steve
Liwrence of ORAU will be requested by Dr. Lange to serve as information officers
of their respective places of empleoyment for consultation on compensation or
treatment by research participants. All principal investigators of new propo-
sals will be given a copy of the statcment for inclusion in the consent form.
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The meeting wuas adjourned.

7

/ A
,(//44 XL ,@%2%«\4

Vianne Gresham

Dated: 1/17/80
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MINUTES OF THE ORAU/ORNL COMMITTEE ON HUMAN STUDIES

APRIL 18, 1980

The ORAU/ORNL Committee on Human Studies met at the Medical and Health
Sciences Division of Oak Ridge Associated Universities on April 18, 1980.
Members present were Calhoun, Friedman, Garrett, Goodwin, Hansard, Hubner,
Koons, Lange, Lushbaugh, McKee, and Miller. Not present were Lawrence and
Storer.

" Dr. Lushbaugh circulated a copy of Chemical Week (February 13, 1980) for
the members” information., It contained an article regarding Dr. Thomas J.
Slaga“’s research practices at ORNL, which are being investigated by NIH. The
Committee had rejected Dr, Slaga’s proposal for the studies in question (12-
O-tetradecanoylphorbel-13-acetate; Proposal #56) at their July 27, 1979,
meeting . Dr. Lushbaugh stated that this incidence emphasized the importance
of the Committee”s functions. (See copy of article attached to minutes.)

Dr. Lange proceeded with the agenda at this point; he reported to the
Committee the approval of Proposals #39a (Clinical Use of DL-tryptophan([Side
Chain-3-C-11] (C-11-DL-Tryptophan) for Brain Imaging; Hubnmer) and #45a
(Clinical Use of DL-Valine-1-C-11 for Brain Visualization; Hubner); both are
amendments to the original proposals and were approved in mail votes by the
Committee. Mr. Koons asked if his comment on the voting form for both
proposals regarding surgical procedures was incorporated into the amendments;
the addendum added to this proposal by the principal investigator,

Dr. Hubner, was read to Mr. Koons. Mr. Kooms acknowledged and approved the
addendum.

The next items of business were three forms (new and revised) circulated
among the members. The design of the "Progress Report Form" had been
requested by the Committee at a previous meeting. Dr. Lushbaugh asked that
the name of the institution of the principal investigator be added to the
report form. The Committee secretary explained that these forms would be
kept on file each year with the proposal being reported on the form, and only
a summary of the yearly progress reports would be distributed to the
Committee as requested at the March 20, 1979, meeting. The form met with
Committee approval, and Dr. Lushbaugh”s request will be incorporated.

The "Revised Voticg Form" (differing from the old form by the removal of
the acknowledgement of the submitter/principal investigator) was presented to
the Committee. This form along with the new separate form "Acknowledgement
of Principal Investigator" was approved by the Committee. These forms have
been divided for accurate record keeping purposes.

The Status of Ongoing Proposals was read to the Committee by Dr. Lange.
Each proposal (Nos. 38, 39, 43, 45, 46, 48 and 48a, 51, 52, 53, 54, 55, and
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ORNL-4) was approved for continued research with comments and questions on
the following proposals. (See attached list for complete names of
proposals.)

Proposal 39. Dr. Hubner noted in his report that more scans are
projected especially if a recently submitted proposal to the National
Pancreatic Cancer Project is funded. Dr. Lushbaugh asked Dr. Hubner when he
would know about the funding; Dr. Hubner reported news of funding should be
known between June and July.

Proposal 43. Mr. Koons questioned the funding of Dr. Swartzendruber”s
proposal. Dr. Lushbaugh explained this was a "catch-up" proposal.
Dr. Swartzendruber is using samples (fixed material) obtained long ago and
is seeking approval for continued studies of this material.

Proposal 45 will be active as a part of the comparative study proposed
in the grant request to the National Pancreatic Cancer Project of April 1,
1980. Referring to the grant request, Dr. Lushbaugh stressed the importance
of the Committee”s review of ongoing research projects and the approval of
worthy ones. He stated that NIH would not consider a project unless it was
approved by the Committee. Dr. Lange noted the need for accurate
documentation of such approval. Dr. Hubner reported he had already been
contacted by the National Pancreatic Cancer Project regarding a prior funding
request; the NCPC wanted assurance that the research project had been
approved by the Committee on Human Studies. Dr. Hubner explained to the NCPC
that he was in the process of developing the radiopharmaceutical; and if the
development came through, them it would be submitted to the Committee for
approval before use in patients. Dr. Lange noted that FDA can make their
requirements far reaching. At UT they asked to see the animals housed at
another facility but used for research purposes at UT.

Proposal 46. Dr. Hubner noted that five separate WR-2721 projects are
to be funded by NCI; no research for these projects is being carried out at
ORAU. He feels that ORAU should have active studies as well because the
radiopharmaceutical was developed by them. Collaborative studies are being
planned now with Dr, Stroup at Vanderbilt. Dr. McKee (also of Vanderbilt)
stated to Dr. Hubner that Dr. Stroup has plenty of patients for the studies
if a collaborative project can be formed. Dr. Lange asked about the
collaborative project previously planned between UT (Dr. Comas) and ORAU.
Dr. Lushbaugh stated Dr. Comas withdrew because of possible nausea side
effects in the use of WR-2721 to patients. Dr. Hubner reported that in the
New Mexico studies only one case of nausea was reported.

Proposal 48 and 48a. Dr. McKee questioned Dr. Hubner about
collaborative work in these studies. Dr. Hubner replied that Dr. Partain at
Vanderbilt and Dr. Robertson at UT Medical Units were involved with
collaborative studies. Dr. Lange suggested Dr. Hubner contact Drs. Killeffer
and Reid at UT as possible collaborative contacts since they’re becoming
quite active in this area of research. Dr. Hubner discussed Dr. Robertson’s
work at UT Memphis with modified diets and his attempt to "starve" the tumor.

He noted that the survival curves for patients with "modified diets™ were
very promising.
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Proposal 51. Dr. Lushbaugh reported that DOE had awarded ORAU $125,000
to do the updated software changes on the ECAT which will increase the
activity of this proposal. Dr. Garrett asked about changes to be made in the
present ECAT, and Dr. Hubner stated the ECAT II works essentially as the
ECAT I with the main difference in the coincidence window which is shortened
from 25 panoseconds to 9 in the ECAT II. The ECAT II also gives better
statistical data and has an automatic random subtraction technique; the
ECAT 1I has three times the computer capacity and reconstructs as it collects
data. Dr. Garrett inquired about the length of time necessary for patient
scanning; Dr. Hubmer estimated the average scan time per patient to be 45
minutes. He said movements by patients do not seem to be a problem.

Proposal 52. Dr. Lange noted that a new consent form for Proposal 52
was listed on the agenda. Mr. Koons asked about the symptoms for metal fume
poisoning which Dr. Lushbaugh had reported. Dr. Lushbaugh explained that
generally it is similar to flu with a "metal taste" in the mouth. The metal
fume poisoning symptoms do not appear to be present when Zn-DTPA is given by
IV rather than administered by aerosol (inhalation).

Proposal ORNL-4. The Committee approved continuation of Dr. Uziel’s
proposal as submitted. However, an addendum to this proposal and a new
consent form must be submitted to the Committee for approval before Dr.
Eversole can collect human tissue from normal surgical procedures for studies
by Dr. Uziel as mentioned in the progress report under '"changes." Dr. Lange
stressed that the consent form must include a statement explaining to the
surgical patient that the tissue will be utilized for scientific purposes at
ORNL. Mr. Koons and Dr. Garrett expressed the importance of the Committee”s
responsibility to ensure the patient understands the purpose of the study,
the use of his tissue for surgical procedures in research, and the protection
of his rights as a research participant. The Committee will be held

responsible by FDA and other government agencies for ensuring these
practices.

Dr. Lange presented next the new proposals submitted for the Committee’s
review., All had been received by the Committee members two weeks prior to
the Committee meeting. The first proposal discussed was ORNL-5 (Dark
Epithelial Cells as Indicators of Atypia in Premeoplastic Lesions); the
principal investigator is Dr. Klein-Szanto who was available for questions if
the Committee needed to discuss the proposal with him. ORNL-5 was approved
by the Committee in a mail vote. Three members (Drs. Garrett, Hubner, and
Lushbaugh) had submitted comments. Dr. Lange read the comments to the
members. Dr. Lushbaugh emphasized that Dr. Klein-Szanto was requesting to do
feasibility studies on tissue embedded in paraffin received from
pathologists, and the tissues would be identified by a histopathology number
only. The patient donating the tissue would not be known. Dr. Lange
stressed that the autopsy and biopsy material would have been received long
ago. Based on this understanding the Committee stated a comsent form would
not be necessary. The proposal was approved for studies of electron
microscopy with old tissue. Dr. Calhoun requested that Dr. Klein-Szanto be
informed that the Committee would have to approve an addendum to the proposal
or a new proposal if Dr. Klein-Szanto should decide to pursue the studies
further and trace the tissues back to the patient for further findings. The
Committee concurred, and Dr. Klein-Szanto was notified.
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Proposal ORNL-6 (Repopulation of Normal Human Epithelial Cells im
Tracheal Transplants) was also submitted by Dr. Klein-Szanto. There were
several technical questions asked by members, and satisfactory answers were
provided by other Committee members familiar with the materials through their
own occupations. Dr. Calhoun requested the definition of nude mice and nude
trachea. Dr. McKee explained the nude mouse has a different immune system
from the other mouse populations, and the noude trachea had the epithelial
cells removed. The basis for the techniques of the study was to subject
human tissue transplanted into nude mice tracheas to experimental treatment
without the risks of treating humans. The human tissues will be obtained
from various pathology departments from Southeastern United States hospitals.
Dr. Klein-Szanto submitted an example of a consent form used by pathology
departments, Dr. McKee noted that the form submitted is typical of that used
in all hospitals, and Dr. Lange pointed out that hospitals have their own
Commitees to approve consent forms. Dr. Calhoun asked if the Committee
should see all the consent forms from the various hospitals before approving
the proposal, The Committee acknowledged their responsibility for ensuring
that the consent form used is adequate. Approval for the proposal was
granted, and Dr. Klein-Szanto has been informed of the approval with the
following stipulations. He is (1) to make certain that the hospital
pathology departments have a consent form noting that tissues can and will be
used for "other scientific purposes,” (2) that the consent form submitted to
the Committee with Proposal ORNL-6 is to be used as a model, and (3) that a
proper consent form from the hospital pathology departments be filed with the

proposal using the same words as given in Section 2 of the submitted "model"
consent form.

Proposal 52 consisted of consent forms submitted by Dr. Lushbaugh.
Dr. Lange read the request of the Committee from the March 20, 1979, minutes,
which instructed Dr. Lushaugh to create separate consent forms for Zm and Ca-
DTPA. Several Committee members still found the forms hard to understand and
felt they were too technical and too long. Dr. Hubnmer explained there was a
reason for beginning treatment with Ca and switching to Zn depending on the
anount of contamination. Mr. Koons questioned the use of the words
"repeated" and "several” as not being specific enmough. Dr. Garrett and
Dr. Lushaugh noted that the dose schedules related directly to the amount of
contamination which was not known immediately at the initiation of the first
dose. For this reason, Dr. Garrett stated the dose schedule could not be
stipulated in the consent form. Dr. Lushbaugh explained that after the first
dose, the amount of contamination can be calculated by urinalysis, etc., and
then the schedule of treatment, if necessary, is determined at that time.
Mr. Kooms inquired about the possible delayed effects. Dr. Lushbaugh stated
they are unknown. Dr. Calhoun found the forms confusing (technical detail)
for the lay person and requested several technical terms be deleted from both
forms. Ms. Miller requested a revision in both forms omitting sexist terms
such as "man," and their replacement by the word "humans." With these
changes, Mr. Koons felt lay persons would better understand the form and
stated the physician administering the treatment could go into as much detail
- as he deemed necessary at that time. Dr. Calhoun expressed concern for
pregnant females who might need the drug. Dr. Lushbaugh stated he would
advise a female patient to take the drug because of the effects to the fetus
from internal contaminants now contained within the female patient.
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Dr. Lushbaugh said no women had been administered Ca-DTPA at this time.
Proposal 52 was approved by the Committee with the changes noted previously
and with the addition of the following statement to be added to the calcium
consent form:

Dr. has explained to me the
possible effects to fetus that may occur from prolonged treatment
with Ca-DTPA,

Dr. Hubner told the Committee that the ORAU Radionuclide Committee had
approved the dosage for Proposal 57 (Ytterbium-169 Citrate for the Detection of
Inflammatory Lesions); Dr. Hubner is principal investigator. Dr. Hubner
reported that the studies have to be done in association with other hospitals
because the patients involved are critically ill. Emphasis on clinical studies
will be collaborated with Dr. Rollo at Vanderbilt, and Dr. Wagner's staff at
Johns Hopkins have expressed an interest. It is doubtful that many patients
will be seen at the Medical and Health Sciences Division; the compound will be
made at the Medical and Health Sciences Division and shipped to Vanderbilt for
use. If Dr. Rollo desires to do so, he may become a co-investigator.

Dr. Hubner stated an IND will be sent to FDA if the Committee approves the
proposal. Dr. Lushbaugh asked where the "previous scans" were made if there
was no IND at this time. Dr. Hubner explained that scans were made in Japan
and in DTPA form only in Kentucky; the citrate form has not been used in the
United States. Dr. Garrett inquired about the dosage used by the Japanese, and
Dr. Hubner reported they used twice as much per patient as Proposal 57
specifies. Mr. Koons asked for the time period involved for patients.

Dr. Hubner said patients receiving the dose at ORAU will be detained four hours
and will then return 20 hours later for Ga-67. The studies at Vanderbilt will
be easier because of the computer subtraction techniques that are available to
them. Mr. Koons also asked for information about the procedures, discomfort,
and pain, if any, to patients. Dr. Hubner explained that part of the procedure
(Ga-67) is done routinely in hospitals for diagnostic purposes, and the use of
Ytterbium involves only one more injection and scan. Dr. Calhoun asked the
advantages of administering the Ytterbium compound first. Dr. Hubner stated it
was better to give the low emergy compound first and then the higher energy
compound, or Ytterbium could be filtered out by the gallium.

The consent form for Ytterbium was discussed. Mr. Koons felt the consent
form did not reflect the rigorous schedule, and Dr. Calhoun expressed concern
that there was not a withdrawal clause for patients involved in the study.

Dr. Calhoun wanted to know how subjects for the study were engaged. Dr. Hubner
stated that physicians requesting studies for patients with Ga-67 would be
asked if their patient would also volunteer for scans using Ytterbium.

Dr. Calhoun expressed the opinion that he could see no reason for a patient to
want to volunteer and was very concerned that they would feel pressured by
their physician to have these studies completed. Dr. Hubmer explained that the
Ga-67 study in the hospitals are quite expensive; by volunteering for studies
at ORAU, the patients are not charged. Dr. Calhoun stated he felt very
strongly that the consent form should contain statements saying the patient
recognizes he is participating in a study with new procedures, that he is doing
s0 of his own free will, and that he is free to withdraw at any time and will
still receive necessary treatment for his health. Dr. Calhoun suggested that a
subcommittee be formed to review comsent forms and create a list of guidelines
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with model statements for the use of principal investigators in writing consent
forms for their proposals. The Committee approved the proposal, and Dr. Hubuner
was instructed to revise the consent form sending it to Mr. Koons for review
and approval. Dr. Lange requested Dianne Gresham to obtain samples of the
statements described by Dr. Calhoun from his secretary Nancy Parker at UT
Hospital.

Proposal 58 (Whole Blood Procurement, Comnsent for Research Waiver Form and
Payment Authorization), a research waiver form for cytogenetics studies, was
approved by the Committee. This form is appropriate for routine cytogenetics
reporting only. Dr. Lange and Dr. McKee both emphasized that another comsent
form must be received and approved by the Committee if any other use of the
blood is planned other than reporting routine cytogenetics findings.

Dr. Lange asked Mr., Koons to reply to the statements to be incorporated
into the consent forms as the next item on the agenda. These statements
included (1) the Privacy Act Statement, (2) Consent to Release Information, and
(3) the Compensation Statement. Mr. Koons told the Committee that DOE is in
the process of compiling large amounts of material for publication in the
Federal Register and would not review the statements at this time. As soon as
the Federal Register material is published, DOE will review the statements; and
at that time Mr. Kooms will mail the forms to the Committee with revisions or
changes noted by DOE. At present Mr. Koons felt the Committee should continue
using the statements in consent forms until such time as DOE instructs the
Committee of appropriate changes in these statement or revisions of them.

According to the Committee Guidelines, Dr. Lange instructed the Committee
representatives from ORNL and ORAU to review the General Assurance with their
respective staffs, Dr. Lange also asked the Committee to review the summary of
the Comparison of Guidelines and FDA Checklist which was prepared by
Dr. Karl Hubner and Dianne Gresham., Dr. Hubmer reported that the Committee”s
Guidelines are in agreement with the FDA Checklist.

Dr. Lange announced to the Committee that Mr. Steve Lawrence, ORAU, and
Mr. Pat Forney, ORNL, have agreed to serve as Information Officers for
consultation on compensation on treatment by research participants for their
respective institutions. The Committee asked that an article compiled by the
University of Washington entitled "Adverse Effects Insurance for Human
Subjects™” be sent to both Mr. Lawrence and Mr. Fourmey. This article was
distributed to the Committee for their information at this meeting.

New officers were elected for the coming year. Dr. Lange was unanimously
elected to the position of Chairman, and Dianne Gresham was appointed
secretary. Both were commended by the Committee for their efforts in
organizing and planning the functions and responsibilites of the Committee
during the past year. The Chairman and the Committee expressed their

appreciation to Ms, Gresham for her outstanding performance as secretary to the
Committee.

Dr. Lushaugh requested that Dr. Roy Kinard, Office of Protection from
Research Risks, HEW, NIH, be notified by the Committee secretary that the
Cormittee has confirmed its membership, its responsibilities, and its funtions.
He also asked that Dr. Kinard be informed of the review and comparison of the
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Committee Guidelines to FDA“s Checklist.. The Committee approved this motion,
and a letter will be sent to Dr. Kinard. (A letter was sent to Dr. Kinard on

January 18, 1980, reporting a revised list of members and was acknowledged by
Dr. Kinard on February 5, 1980.)

The Committee was adjourned.
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January 17, 1977

Roy Kinard, D.V.M.
Office for Protection from Research
Risks
Office of the Director
Department of Health, Education, and Welfare
Public Health Service
Na-ional Institutes of Health
Bethesda, Maryland 20014

Dear Dr. Kinard:

It was most helpful to talk with vou cccay and have you resolve
my remaining problems concerning our need tO et our Genmeral Assurance
(G1716) into complete compliance with HIW guidelines. T particularly
appreciate your willingness to take a lock 2t a draft just completed
of the reorganized guidelines for this Cc—ittee on Human Studies.
Accordingly, I am including with this le:ztzr a ccpy of this tentative
revision for your criticism. I am simul:znzously sending our Committee
members a copy for their information and csm=ents. I am hoping that with
this informal approach we can obtain forzzl accepzance of our General
Assurance by 1 February.

I appreciate your help in my meetin; this zral.
Sincerely

T

€. C. Lushbaugh, M.D.
Chairman, Medical and
Health Sciences Division

CCL:fb
Enc.
cc: Dr. P. L. Johnson, Executive Direc:z>z, 024U

Dr. C. R. Richmond, ORNL
Committee Members
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ORAU/QR L. Comnittece on tm:n Ifuwiny

VELENMENTING GUIDIZLINES FOI POSEAZCH O HUMAN SURIPICTS

(March 1977)

Basic Principles (See Cefinitions, Annex 1.)

The Committe= on Human Studies for Oak Ridye Associated Universities
Oax Ridge National Laboratory has officially adopted the code of ethics
adopted by the World Medical Association, known as the Deaclaration of
Kelsinki. It accepts as amplification of this documant the stateran:

of the British Medical Research Council. The guiding principles of
operation of this Comaittee are, howaver, those set forth in detail Ly
D=Eil in Federal Register, March 13, 1975, Vol. 40, No. 50, Part II,
Protection of Human Subjects, Technical Amendments, pp. 11854-1185S,

and by ERDA in an August 17, 1976 documzant titled "Protection of Humzn
Subjects Proposed Regulations" (10 CFR Part 705) as amended in 10 CF2,
pPart 745 (FR 41, November 30, 1976, pp. 52434-52438). (See Annex Itcms
2 2and 3.) Wherever these guidelines appe2ar to differ substantively

from those in the Federal Register, those in the Federal Recjister s»z:1d
be understood to be dominant and to be followed.

en3
-

Cocrmittee Membershios and Structure

Tho Committee shall consist of persons of either sex and any race wit:
varyir, backgrounds, trezining, vocation and community interests who, while
cognizant of the ressarch goals and programs of the two sponsoring
inctitutions (ORNL and ORAU), are sufficiently gqualified to cafeguzrd the
rights and welfare of human subjects and review the relativ: merit of
huran studies in respect to any risks involved. The Committee will 2
corposed of at least two lay persons, two research scientists and twd
clinicians. Two of the medical professionals, howaver, must be fron
inetitutions other than OFN[ or OFAU, th2 institutions froam whick will
emanate applications for permission to conduct a particular human stuly.
Because of the dual sponsorship of this Committee, the Madical Direc:or
of the Health Division, ORNL; Director of Riology Division, ORNL; ancd
the Chairman of the !Medical and Health Sciences Division of ORAU shall bz
na-hers of the Committee. The Directors of the two sponsoring institctions
(ORAU and ORNL) shall designate to these divisional directors the reszon-
sipility for seeing that their respective staffs comply with HEW and
ERDA regulations for the protection of human subjects. The Chairman ard
Secretary of the Committee chall be elected at one (January) of two
annual meetings of the Committe=. A person nominated for Committee
narbership by a membar of the Committee or a sponsoring institution shall
2 n2de a member only with the concurrcnce of the other Committee meryars.
eczause of the complexity of modern laws and regulations protecting humzn
rights, goveraing contractural obligations and guiding the use of govarn-
ment funds and facilities for research, at least one member will be a
lawyer cognizant of the Federal Regulations. A lawyer consultant willi ke
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agreed upon and will be recalily availazle ta coiansel the Committce

if the Committee mexbership do2s not inclule a lavyor monboer.
gimilarly, if the momborchip doos not conlain & rinistec or @
psychologis«t (or psychiatrist), come pirson v:th a rolated vocation
who is interosted in protecting persons from emotional and psycholesgi
trauma must be available to the Cownittec for consultation on inZividuzl
projects whether or not psychologic stress or risk is obviously involved.
(see Annex 4, 5, and 6.)

—
~

Procedures for Carrying out Initial and Continuing Raview of Apolications
and Projects

1. Initial Review

All applications for support of research, training, demonstratiocon

or general research support projects, including those of fellows

and trainees, which involve the usc of human subjects, must bz pre-
sented to and approved by the Committee on Human Studies, prior to
submission for funding, and with the identical experimental desicn
used for grant submission or ERDA "189" proposals. Regardless of the
‘nature or degree of risk anticipated, the application must bs prasentel
in writing on the proper form (Annex 7). The application shoulé not
contain extraneous material; that is, the investigator should not
s.omit a copy of an IND or ERDA-189 as a substitute for the form
specified. The applicant must be prepared to discuss in person
Lafore the Committee detailed information on the following poin%s:

a. The possible risk to the rights and welfare of human subjects,
including the rights of privacy, freedom from harassment ari
confidentiality of data. R description of the provisions ma2iz
to minimize these risks must also be presented.

b. Methols usad to acquire inforrmed consent. The form on vhich it
is obtained a2nd the risk described. Special emphasis shall be
placed on the appropriateness of a consent form to the parti-
cular situation inherent in the study plan in question (Annez:: B).

c. The relative risks of the project as compared to the probable
benefits to the subjects and to society. For each application,
the Committee will document whether or not physical or psycholo-
gical risks are likely to ensue as a result of the proposed
research study, and further, that such potential risks have b=zen
evaluated in respect to the subject and his rights, needs anrg
benefits. 1In addition, informed consent documents must be sub-
mitted to and approved by the Committee for each study so that
members can be ensured that each human subject will receive
candid explanations of specific procedures and their purposes,
of attendant specific discomforts and risks, and possible bsne-
fits, if any. In addition, the Committee must be satisfied in
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exch study cvaluation that the sal jects will he instructe?

that thes are frce to withlraw their coisant to participate

and to discontinue their participation in thy propased projno:

<t any time without preludice to thea. Mo informad consent

form will be considered acceptable if it containc any exculnitoary
clauses or attempts in any way to absolve the Principal Investi-
gator's responsibility for the heulth (physical or mental) a=n?
welfare of the human subjects to be involwved.

Spacific deficiencies in a proposal will be identified by ths
Committee in writing for the proposer and alco direocted to tha
attention of that Committce member (the Director of the Heal:th
or Biology Division, ORNL, or Chairman of the tedical and

Health Sciences Division, ORAU) who also has the responsibility
designatad to him by tha Director of his sponsoring institutizsn
(cithar ORNL or ORAU) to obtain staff compliance with DHEW and
ERDA Regulations and Guidelines for Protection of Human Subjects.
Such a statement of deficiency by th2 Committee will be understooni
to require (1) delay in subnissicn of the proposed grant or
contract application to HEX or ERDA, and (2) resubaission for
Committee azproval bafore the project proposals are allowa2d to ¢o
forward in the fundirg proczss. A stateme=nt of approval by th2
Comnittee will be accompanied by HEW-5%6 (Annex 9) for the
institutional director's signature for simultaneous submiscion
with an NIH, KSF or ERD:s grant proposal.

A member of the Committee who is from the institution {(ORMIL or
ORAU), from which the research proposal is being submitted, will
be expected to attend the Committee only for his information,
and will have no persuasive or voting powers concerning the
acceptability of that propesal and its level of compliance

with HEW and ERDA gquidelines.

Apprcval of a proposal fur a study involving human subjects cshall
be formalized only after a majority of the qualified (scze para-
graph above) Committee members have had a chance to review the
written proposal, discuss it with the other members of the
Cormittee, obtain adequate answers from the author to their
guestions, and reach complete agreement of acceptability. No
proposal will be approved to which any Committee member objects
on the basis of consideration of the physical or mental welfare of
any human subject. In special cases where a Committee mambar
cannot attend, his comment and vote can be obtained by mail.

The Committee's findings will be transmitted in writing to the
appropriate officer of the laboratory proposing the research and
to the applicant. Release of funds shall be controlled by the
guidelines to HEW-536 (Annex 9). The applicant's administrative
superior shall maintain continuing review of the project
activities. If a responsible investigator plans a change in
study protocol, he must submit the proposed changes to the
Comnittece for approval bzfore putting them into practice.
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procedures of the Co~mittee to Provi.e Advice and Coonunl to Invectigator

On request, senior investigators will apprar before the Committee at its
called meetings to answsr ary quoestions concerning a proposal. Tre

question and replies will form part of the official minutes of the

Comnittez and will be distributed to the concerned s:aff mambers, togather
with recorded actions of the Cormittee on a Review anl Aztion Form (Annzz 10).

Committee Meatings

The Committee will meet at least twice a year. The first meeting of
the year will be early in January, if possible, to meet the following
administrative needs:

1. Election of Chairperson and Secretary,

2. Rezlection of mambers and replacement of those ma2xmbers no longer
able to serve,

3. Report of the Secretary on the previous year's Coc~mittee activities
and on the nunbezr of approved studies that are s*ill active and there-
fore require critical review in the new year. Establishment of the
calendar for scheduled review of continuing projects, documanted by
an annual status report that reports any emergent problems and
indicates the need for changes in research protocols or forms for
obtaining informad consent.

The second biannual meeting will address any problems in these administrative
arcas that have risen since the first meeting.

Other meetings will be called to meet the scheduled annual critical reviews,
and as needed, to consider a specific new proposal(s) involving

humans as subjects where HEY, ERDA, NSF or other governnasntal funding
agerncies have fixed deadlines which the research applicant is trying to
meet. In spzcial cases where time is short, and particularly where the
defined risk to the human subject is a commonly accepted one (i.e., a
physical examination by a licensed physician) and does not require dis-
cussion with the project proposer, the appropriate membars of the
Committee {Anne» 6) may be polled by phone by the Secretary under the
Chairman's direction zfter the members have had a chance to review the
proposal sent to them by mail. :

Requirements for Reporting any Emergent Problems or Proposed Precedural
Changes to .the Comnittee

Rll senior investigators with proposed or active projects will receive
notice of Committee me2etings and will appear before the Committee in p=rson.
At this time they shall present in writing any proposed changes in pro-
cedures and shall describe any new risks and benefits, and any methods

for safecguarding patients' rights and procedures for informed consent in
advance of instituting these changes.
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All irvestigators witn active reccarch progy s dnveloing hoar- -
tiat have been opprried by the Commnitte 2 muat b by atiare of oo

for &n iuwreldiate rez2zti to the Commitice socroetary, Lhalcperson,
institutional represzzntatives of em2rgoent probLlems beaving on thz -zuci=r
an3d wolfare of human subjects and of n2eds for protorol modifis -iz-s,

restrictions or terriration.

Prozadures to Maintain an Active and Effective Cornittee

-

1. The chairman will ensure an active Committce by calling, in adza:i
to the regular *nnual Meeting, at lcast one additional neating ¢

year.

2. The members will be enjoined to assess every ongoing project as
as new proposals.

-

o
1=
[§)

)

.
-

|1

1]

12

3. Extramural Comaittes2 membars will be paid a consultant's fez, pro-
viding they are able to accept it, and travel expenses,

4. Full Committee Minutes will be distributed promptly to all nsmies
in draft form for corrections and review, so that the opinions =-.
actions can be recorded accurately.

1t

5. ©Cn a regular basis, at least annually, at some full Divisional

profissional stafi neeting, the respective institutional represen-
tative will explain this program for protection of human subjec=s

to his staff and reinforce the importance to his division of ni
staff following ths HEW and ERDA Requlations and Guidelines on
use of human subjects in research.

Tocaticn of Records

The records of this Cozmittee will be kept in the office of the Exe-zu=i
Secretary and will be available to the Committce, staff, and govern—:sat
auditors on demani.
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Ancex 1 Definiticns

DEFINITIONS

(a) "Im-zitution” means anv public or jrivate iostitution or az:ncy
(including feceral, State, and local goverament agensies).

(b) "Suzi~att at risk” means any indiviiurl wbho ray be exposel te the
nossibilize of injury, including phpsisal, psveholegical, or secial {ajury,
as a conseluence of participation as a subjelt in any rescarch, develnpment,
or relateé activity which departs from the application of those establiszhed
a~d accept2d metheds necassary to meet his needs, or which increases the
ordinacy risxs of daily life, includiag the recognized risks inherent in
a chosen occupation or field of service.

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

(1) A fair explaration of the procedures to be followed, and their purposes,
including identification of any procedures which are experimental;

(2) a description of any attendant discomfeorts and risks reasonadly to be
expactad;

(3) a description of any benefits reasonably to be expected;

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

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

(6) an instruction that the person is free to withdraw his consent and to
discontinuz participation in the project or activity at any time without pre-
judice to the subject. N

(d) "Se:cretary" means the Secretary of Health, Education, and Weifare
or any othsr officer or employee cf the Department of Health, Educationm,
and Welfare to whom authority has been delegated.

(e) "DHZW" nmeans the Department of Health, Education, and Welfare.
( ) "ERDA" means the Energy Research and De%elopment Administration.

(£) "Approved assurance" means a document that fulfills the requirements
of this part and is approved by the Secretary.

(g) "Certification" means the official institutional notification to DUEW
in accordznce with the requirerents of this part that a project or activity
involving nuzan subjects at risk has been reviewed and approved by the insti-
tution in accordance with the "approved assurance" on file at DHEW.

(h) "Lezally authorized representative” means an individual or judicial or
other body authorized under applicable law to consent on behalf of a prospective
subject to such subject's participation in the particular activity or procedure.

1081019



1081080

| -

THURSDAY, *'ARCH 13,
VWASHINGTON, v.C.

Volume 40 T Number 5O

CART N

PARTME\J I OF
HEALTH,
EDUCATSO\i AND

WEg J"AQ;. ._:.'-' ‘

| £, _
Off:cz or tne .Sz;re ;cry
g :

 PROTECTION . .

: . L S Y - Tas e
- . " . b - y - - 3 - -
. . .. .~ Pl - . . P .- N
. M . - . - ., . - . ma = -t N

HUMAN SUBECTS

- CY

-..\'.\' -('-.’— -

Technical Am.endmen?s“ |



RN
Yirie AS =000 Weliare
U3TITLE A—-DE-’A L s .&c-\‘l’ Or H‘—\(LTH
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Technl
On ! 30, 167: Lol oresiliboons
vore puotuhied in the Imonavy RUWie
G2 FR OIS 1elating to protectou of

ra
sV Amoendmeets

Pounan Sid,echs in vestarch, de.elop-
rient, and relatesd activities supported
by Depari.cent of Healita, Education,

and Welfare nrants and contracts. Short-
ly therealicr, on Juiy 12, 1874 the Na-
tioual Research Act, Public Law 93-248,
-wos eaacted. Althouzh the Conference
Report on ihe bill JLR. 7724) which
later becaaie Pub., L. 33-343 expressed
satisfaction with the regulatiors (H. Rap.
No. 93-1148, at p. 26), soeticn 212@) of
said Law added a new section 471(a) to
the Pudlic Health Semce Acu, whlch
provides as follows: = .

The Secretary shall by regulauon requise
that each entity which applies for a srant or
contract under thly Act for any froject or
prozram which involves the conduct of bio-
n:edical or behavioral research involving hu-
man subjects submit In or with s applica~

tion for such grant or contrsct assurances - 4612 Sulmission aad certiZcation of applls
satisfactory to the Secretary thal it has - catiocs and proposals, special assure
establishad (L2 accordance with regnlations ' ances. -
which the Secretury tuall prescribe) a board 4813 Apdlications and proposals lackisg
(to be Enown As an ‘Institutional Review definite p!.ms for invoivemect of
Eoard') ta revisw biomedical and behavioral bumaa subler
resewrch lavolving humon subjacts . con- 46.14  Applicaiions n.;d pn-poanls subml’ted
ducted at or sponsorsd by such estity in . witn tbe Intent of not involvizg
order to protect the rw‘)u of humsn sub*ect.s humag subjfects ]
of such researsn. . R L 46 15 Evaluation and dwjposltion of applica-
: tions and proposals. i )
Section 212(D) ot Pub L 93-343 !ur~ 66.16 Cooparative actlivitles,
L staied that the reguiations requized 46.17 Investizational new drug 30-day dala:
carTy oub section 472{a) shull npply. 4618 ' m;;q,‘:,";::“i'“ utlve responss
R i~ H ~ - . . 4 < 3. 9“1'
with respect to applications for grants 45.10 Instisution’s records; couaf--n 1al !

and contracts undar the Public Heaith
Service Act suomitted aiter p.omul:atxon
of such regulations. -
The regulatiors published on May 30.
1974, codiiied at 45 CI'R Part 36, would
. with miror, teclh...ical changes fully im-
plemient section 474¢a). This would be
accomplishied by: () amending the cita-
Ction of AUTHLORITTY to refer to section
47402y, (D -\.lbel tuling relerences to

“insticutions™ and “Institutional Ruview gpplicable to all Department of Healtn, Xno

Eoards” for existing references to “or-

ganizations™ and “commitiees” and mak- -

ing related changes, and (3) revising 45
CFR 46.7, 46.11(3), and 46.12 to take-
account ¢! the requ!remmt in section 474
(2) that an assurance concerning estab-
lichment of a Board must in all cases ba
cubmitted in or.with the apptlication.
Since Part 46 was published tnitially as a
notice of proposed rulsmaking (33 FR
27882), and since the aforesald chauges
would be minor and technical in nature,
it is unnecessary to publish such chances .
as & notice of proposed rulemaking. The
Department therefore finds that good
cause exiils for duspensiang with this step.
Accordingly, the regulations pubhshed
in the Frozran RoeisTen on May 30, 157
aud cod:fied at 45 CrFI2 Part 46, as sa
amenc‘ed are herepy adopted as final
esuluations implementing seciion 474(a)

C
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RULES AMD RIGULATIONS

of tuce Publicr Healih Sorvize
toctwve Maron 15, L9395,
Daled: Foebruacy 14, 1955,
Tiivrecrz Cone=r)
Acting . "l
Secrelory for jleclth
Mareh 7, 1070,
Casrca W \Wornazagzy,

e
Secreta: P

+ r
Az r{-

v,

Thervelor2 Suhtitle A 6f Titla 45747 2le
Code of Fed=zral Roguiatives s -, d
by revising Parl 46 to read as fo‘_lo
5S¢,

431 Applicability.

oar

46 2 Poiwcy.
453 Definitions.
464 Submissicn of 2ssurnuces,
465 Tyspes ol assurances.
46.6 Muimum requtnmenh for gere—.n
. assuranoces.
46.7 Minimum requirements for spezinl
assurances,
46.8 Evaluation azd disposition ot assus-
- ances. .
469 - Ob!igation to obum lntor‘*ed con~
J~- . seant; prohibition of nculp:\wry
. clauses.
46.10 Documentation of informed corse:x'
45.11 Submisslen nod certification of appii-

catlons and proposals, general as-
s surances, ..

4620 Reports.

4621 L.Ny ter—u\n-\t\on of awards; efalui.
tion of subsequent applications asd
pioposals.

4622 Condltions. N

Avtitoarrr: 5 USC. 301; sec, 414(:)
Stat. 3~2 (42 U.S.C. 28%1-3(a) ;.

s 16.1
(a) The reguiations in this part

’)ph- abululv

are |

Education, and Welfare grants acd con-
tracts supporting research, developmens,
and related activities in which hursaa
subjects are involved.

(b) The Secretary may, from time to
‘time, determire in advance whether
specific programs, methods, or proce-
dures to which this part is apnlicable
place subjects at risk, as deSned in
$46.3(b). Such determinations will be’
published as notices in tha FeorasL xc-
1sTzr and will be included in an appendix
s to this part,

§46.2

(a) Saleruarding the tithts and wnel-
fare of subjects at risk in activities sup-
ported under grants and contiacts from
DHZ\V is primarily the responsinility of
the institution which recelves or s ae-
account.zb'e to DHEW for the funds

-

Policy.

" sibility of

awarded for the supsoit of the ooty v,
In orter lo provide for the adequa‘e
discharge of this institutional reapon-
sitnisg, 1t s !he poiicy of DHEW that
no ~ctivt?y Iavliving humaa rohjectiH )
b2 suvpuited by LIIEZV Crotts G enne
Ctroctastall be woolartaken unless an In-
stitatnnal Redew Coard na, review s
ond upprovel such ctuity, and the ta-
stitution has submittzd to D."' & Cer-
tiication ol such review ard anprosvall
in accoardance with the r-'qu:*wen‘.s (R4
this uart,

(o) This review snall determine whetly-
cr these subjects wijl be piaced at rlsk,
and, if risk is involved, whether: -

- (1) Therisks to the subject are so out-
welghed by the sum of the benefit to the
subject and the importance of t2 kmowl-
edZe to be gained as to warrant a deci-
Slo)t\l to allow the subject to accept these
risks:

(2) the rights and weltare o! any such
subjecis will be adequately protecied; -

<(3) legally ellactive informed consent

will be obtained by adequale and appro-
. priate methods in accordance with the
provislons of this part; and .

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

(¢) No grant or contract involvlng
humag subjects at risk shall be made to

. an individual unless he Is afiliated with

or sponsored by an institution whlch can
and does assume rcsponsxbnm for the ’
subjects involved. .

$ 463" Definitions.  © . .. ..

g

(a)- “Institution” means any pubhc or
private iostitution or agency (includinz
* Federal, State, nnd local government
agencies).

(b) "Subject-at risk"” meanrnny in- &

dividual who may be exposed to the pos-
injury, tncluding physieal,
psycholegical, or social injury, as a con-
sequence of participation as a subject {n
any research, development, or related ac-
tivity which departs from the application

. of thase establizshed and acespied meth-

ods receseary to meet his naeds, or whizh
incresses the ordinary risks of cailly life,

_including the r2cognized risks inherent
T inachosen oncupation or fizid of service.

’

mears the
wlng consent of an individual or his
legally authorized representative, so sit-
uated as to be able to exerclse free power
.of choice without undue inducement or

(¢) “Inform=d consent”

-‘any element of force, fraud, deceit, du-

ress, or other form of cor:‘raint or co:r-
cion. The basic clements of InZormziion
necessary to such consent laclude:

(1) A falr explanation of the proce- o

dures to be followed, angd their purposes,
including identification of any proce-

dures which are experimental; -

(2) a description of any attendant axs- P
comforts and risks reasonably to be ex-
pected; ’

(3 a description of any beneﬁts rea- ®
sonably to be expected;

(1) 2 disclosure of any appropriate al-
ternative proceltives tl:at mizht be ad-
vantageons for the subjivct;

(5) an of%er to answer any inquiries o
concerning the procedures; and

.
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! MARRT S
o7 : WoMzre or
A St are Do

wnd Wel-
Toun Leice

( MG St .
[ : L
. wests
T e renu tements
cf thus partanl > zpproved L the Sec-
retunn ' -
& _ (g “Ceriufi~atica™ medn: the official

- institutional notiScatizn so DHENVW 12 3C-
' cordaace with the resorasmzuts of this

aré that a 'J'.’."'t,f. or wolivicy invelving
human subjecis Lt tisk fes been reviewed
and approved b the 1ncuiution in ac-
- . cordance with the “anorow ed assurance”
RS onfueatDn.. 7.
' T () viegally aullorized
tive' means au individual or judicial or
x> ._% " other body authorized undsr applicabie
- - law to .onsent on bzli2li ¢f o prospective
- subject to such subjiect’s perticipaiien in
the particular activity or rrocedure,

§ 464 Subini~siva of ussursuces.
o F "L (a) Reciplents or prospaetive recin-
R lents of DHEIW supzort under a grant
w7 or contruct invelving sudjects at risk
. shall provics Ttz assu-2nce accepta-
R ble to DIEW that taer =il co'rp"' with
. DEZY policy es ser fomth in this yart.
ach nssu #DCe snaeld ¢mwedy a stale-
. mment of cemplansa =t _/a- W oregquicaa
(W rments for 1nital :-.::-;‘ onnmuing Instiiu-
) tio:::} leview Boord revizw ol the cune
. T rovied activities: 2 get ol ""p“-.:‘.er*.““'
R : ratidelir es,’ncl"f'm;‘u_..;..c lO!‘l cf the
e Bo'v-g ndac_.sc:i;::cn of it :

surices ccacerTed Thih fin "’c
tizs or projects, arent ol i

oo of the Yoard and of it prognsad ¢
R ingr reviete proceduses, .
‘ - (b\ Sach pisurazce sh2l be execulad
R L en individus) cuikorized (o 2ot ior the
o inst x"‘:on and Lo ascame oa b half of
RO the m:::ﬁ.t.c:: thect zrinnsumposed by
- this parz, ard ~.‘.__1 Te Mx€in »"f‘: fctm
- . td marner ws ta2 Secrelas i) 1e-
..o quire.

5465 ‘fypes of aseurnaces. .

() Genr=cl oosirnmree A general gs-
SUranCe Ge:Cr.ous in* revizw end imple-
manialon profjecures asslcable to el
.- - DHEW-supported 2zilvities conducted by
.. . eninstiuticn :e.:::;:-.-:s of the number,
lozation, ¢r trpes ¢f its ceporents or
fiedd activities. Gomeral aczzrances will
Le requir:d from tacitutions havin- a
fignificant number of oty

oncurT L DA -
supporied projesis cr activizes 1nvoiving
huinan subjacty,

b)) Specicl cosurances. A spezial as-
surance will, &5 3 rule, dsascrivie hose
reviﬂ" and i:":}.-e"'*‘ cn procedures
2nnlioabie to o singla 2200y o pro,ect.

N r'w.-cul assurance w8l net bl oentleitad %) T‘\e querum of the Board sall M
R U acC2pled Irom 2o ineaigtisn which  cdefined, Lot may In o evert be jess than
) has on rle with DFEW ap epproved & majonir of the tot:l mezleschip Guly
- . Fenernl pssuranca, S convened {0 corTy out the Board's re- .
ol i _
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SEH a,‘ in "t,..h Vit ulll It 1' L)
une .'-[00(_‘ that re soch pr.ogciples
superszce DiIEAWW poiny or applicohiz
law,

(U) An Institutions) Roview Baard or

.Beard vaucture whizh wil conduct int-
tial and coitizuing reviews in accore-
ance with the policy outlized in §46.2
Such Ecaxrd structure or Bzard :.ra.l
meet the {nilowing resuirements:

(1) ‘Ie Boatd must be cor ..posed of
not less han five persons with vorying
backzrounds to assure ¢omplete and 2de-
quxle review of activitiss commozly con~
cducted by th=
must be suffciently qualifed tniroush the
raturity, experience, and cupertise of
{ts mamnbars and diversity of its member-
\ ship to {nsuse respact for its adwice ard
counsel for salepuarding the rights and
wellare of humnan sub,‘écv In add:tion
to poss:-3sing the prefessional compe-
tent2 pecessacy Lo reviex specific activi-
ties, the Board must be ab‘e 1o oseertain
the acceplazility of aznticatians "..d pro-
posals g nnms of instizmutis: of oot
oeats an!l 1o u.._.‘o'" ars: lC-.uc law,
siandans of pr s=‘om.1 conduct and

practice, and ronoiunity notitudes. The
Soxd must werefore include perrsni
whoue coLcerns ere 1a thase sreas. .
. 42) Toe Board membors skall be jjen-
tifted to DHYW by name; eamned degre: s,
I 205! posidon or occupalion; represant-
ative chpaelty:s and by o..h»r pertinent
m_xr:u. 013 ¢f expoeriencs r:eh as board
eriificaian, liccuses, r‘fc._ H mc": to
cs:rib-: exch mamber's chiel pntisinated
coctmbuticrs to Board delibe:: .Lxm.;.An.Y
exployment or olher rej.:...xoxmp be-
t.venr each member ard the in-Utytisn
sholl be identified, fe., full-tge emi-
D‘ovee pa:1-"me emploTee, mermcber of

Instituiion. The Eoard:

goverming vatel or board, oaid consuli~-

&0, un2.ld consultant. Changes in Board
memberiiip shall be reporied Lo DIEW
11 such form and at such ticses as the
Secrelary maT require,

(3) XNo momber of o Bcard ghad b=
invalved in ~ithier the Initial or continu-
ing review ¢f o1 actisity in which he bas
a cocfictlics inlerest, execpl o provide

nivrmation 1equested by the Board.,

(4) Nn Teard shall coavist entirely of
Perzons wha are officer, emplovees, or
arents, of, or are otherwize scsocinted
with the institution, apart from their
membership on the Board.

(5) No Bored shall consist entirely of
meombers of a singie professionzl group

.

e ule o the lentas ol Ll

(r) prcssyres which the Inctity:
wvill fobsas i s infbal ord cont.l,

r“v ew 0! apohcations, p—u;ua'z, 3
Suvitee o
(d- Praceiires which the Bnoard v

t provide gduice nAd cous

oodurentaer end '.r-..
T gt the 3pard's
Lo 0L 2UDTTnY e wmrting lr> t‘\ B
¢l nrd+¢ Lnans fIn R ALty .f\f
wnt :. “ataed protlems nvols
sibrzets ot ctiers, and (2 %0 Te
anyorugh 1 =ohlemes, tnc.Lding zouer o

a7sns tn tlelogicals, druygs, —mdioiscis;
labeied druzs, or to medic2! cvvxces a
proptly renoried {5 DHEW.

(e) Procecduwres whish the Institu:tis
wil folicw % maintain an acm'»)

1’\‘ +

fective Board and (o lm lemant
rcccmmen:!zt'o._s el
§ 467 Miimum reqm.cmrr-l; for By

2 ciul mssurances, - -
" Bperial assurances shall be submitts
in such form end manner as the Seore
" tary mar roqu.!:e. An acceamb.e spnc iz
assurancs shall: .
.(a) Identity tae specific ra t. Cr co:.
tract involved Uy ite full title; and b
the nzme of the activity.or projecs it

S e

_reetoar, principal Investigatar, fellow, o

other person immediately .r-spmsible fc
the conduct of the activity. = -.

(b) Irclude a statemernt, executed b
an appTroriate 4nstituticnal oficial, n
dicatinT thal the iastiration tas eswsh-
lished 2m Institutional Review .Bezx
sat.~ving the Tequirements c.. §45¢6

- {c) Dzxscribe tas makeun ef the Eco-o
and the trz).:u...,, experieace, and baci-
ground of 1::, me*xb»r:, o3 sequirzd b
§46.6Ih)12), R -

«©) Des,c:'ibein‘,en oral termms the rizi:
to subiecis thet the Board reco,mises ":
inhareat in the ac\»!::“ end Jusiily i
Gecizion that these rixs tre so ou'-
weithed Dy the sum of the benaSt ta t"' 2
subject wnd the importance of the xns:.!?
clye to e pained ms to warrant tn.,
Board's decluion to permit the sub,e\.;
Lonccc')t whese ricks, -

. {8} Deastribe the in!c*m" conse:
p-ocec'u-ﬁ to be us»d end alswch cc.;
mhutanen as regil-ed by §22.10.

> Dc<cr::—: prowd'.xres wnich the
2ozrd 2 foliow to incure poH Y
porung to the Boerd of proposec changes
in the ncdvity and ¢f any vaantcingi.q

[y

prebiems, invalving risks tw subjecis or

': .

SN

=5t r-

otbers und Lo insure that eny such pr-)-
lems, iucleding adverse rea=ticns to

b:olovxca_.. drues, radivisotone xabeli:-'i
druss, cr to mecxcal devices are promoly
repa:ted 1o DHEW,

4g) Indicale &t whet -time $ntemals
the Board wiil meet to provide 1o~ con-
tinzing review. Such review r.ust ocour
no ]exs thzn 2znually.

h) Becelizned by the inm‘. gu
bers of the Buzrd and te
appron:iatle
£46.23 Liduation snd disjosition of o -

AUCANC Qe
() All essurarccss submitied i ac
cordance wila §§ 46.6 and 46.7 shial Le

2lmen-
od by an

in
iuors

elitutions! c:‘.:!
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IS TONP NN I

ach b, the auuoscb ov bas 1y aatlovd
cooaad rep At oy and el Nitor e
aoed far o, TR LN ch e naad Lo e et
1002 ap- ety Lrenalidr. A vy af (he aoproved
LUAton g ooannLte o thow ragoaddi
Dol tions Le ol by the pesans
¢ ' amn s e cnen end oand b
thou AN e DTttt U
C.n oand (0 tae ot
R VLRI LU I SUUI SRIIEED IE FIS SV RS o
EERTEI St EL I WP .
TTe iDrID- W) ; v e either af thy pri-
tal Bud iy e Taees G 1o
ue the (v and W of Lds ot Graataag of
the sive peemisaon 3 use tncdified prececuras

tmneses additional responsibility ugon
the Board and tax2 institution tn estab.

Anu g-':,).:.v..:', c. .hv. [FeE 3434 Y
(h) On the bwis of his e-,...-b on of

&0 2sotrance pussuaat to 'a::;..:mb (RY  ishis (1) that the risk to any .,ub)ec...x..
of tals section, the SecrewarT snall (1) - minimal, (2 thial use of either of-the

asprove, (2) enter into nezdtiauons to
¢eveiop 8 more satialaclory Lo.wrance. formed coruent would surely invalidate
or +3+ disapprove With resz+2t to 2D-  ghjectives of considarable immadiate im-
provad assurapcis, the Secr2rars WaY  portance, and (3) that any reasonable
determine the period duzing which any  alternative means for attaining taese od-
particular assurance or Cl2ss 00 23s: jectives would be Jess advantageous to
ances stall remain efective o7 oihernise the subjects. The Board's reasons for
condition or resirict his approvall With  parpyiiting the use of modiftied proce-
respect - to regotiations, ine S2cratil¥. dqures must be individually and specifi-
m3y. pencing completion ¢l £=300at0NI  cally documented in the minutes and in
for o general 2ssurance, T2QUre an in--“reports of Board 2ctions to the flles of
stituzion otherwise eligiblz for such an . tho jnstitution. All such mocifcations
assurince, to submib special ZSSUTILCes.  showd be regularly reconsidered as a

§ 16.7 Ohlizstion 1o obisia informed function of continuing revie
consent; pwhsbmon of exculpatory
d:\u.-es. . -

prima=1y procedures for obtaining in-

tuired for annual rz2v
- tation of reatirmalion, revision, or dis-
“eonfinvixtion, as appropriale.
S 401!  Submission and certification ol
apphicativne and propu-uh. peners \l
assuranced..- . . _ - P

L&v Imsutution proposi:.z L place :my_
sub,#cu at risk is obligated vy cdbialn and
cocren=0t leqally eifoctive indirmed coa-

“seat. No such iaformed coasernt, oral or - - .

written, obtalned uoder an 255USSDC® (a) Timely -reriew. Any instiiution
pm?’:ﬂfﬂ pussuan: to this :-‘3.—: shall in- m“nn an ar,oroved neneml nasul'l:‘c’
ciuce ury excupatory language through . on,) inditate in each application or pro-

“ich the subject is made 10 Taive, OF L0 ' posa) for support of activitles covered

Q Oeur o wiive, 10y of Ris 1321 rizhls,  py thiz prat (or In a separate docwment
neluding any release of Une iosiiulion  guymiited with such applicatica or pro-
or i .s.’eqt... from liabiisy
pehCe. .. I -

fa
§36.10 '

cunsenl

Y

FoE Tsuch en assurance. Ia addition, unl2ss
f, infermed - the Secreiary othoerwise provicss, exch
- .s.-oc- siich opplication or progosil must be

L —given review and, whea found to involve’

: Ducumrnl-dun L of

Toe asiual proced are 9 ired b cb- _subiects al risk, approval, prior to sub-’
taineg letally etfective liler=ad con-

Sppryiai mission to DHEW. In the cvent the Sees
seut azd the busis for Insiimuezal De- xeu-y pravides for the performanca of

T 1 -\]rd 3. r -, R h .
S “eaw..?; - cet effﬁt:n.tio_s - ,\"hj?-?. Institutional review of an application or
C:f“.‘-‘ & a‘f“qcé.:.:; ;.:d "',."!:o‘“c'a'g" p‘:;cn.; aller Its sutmissica to DEZT

s 2 ey cooumenss : processing of such application or pro-

mentaticn of consent will ex;isy oce or
the following three forms: . . j
(a+ Provision of & writ:a consent
"docuxsnt ermbcdying all of the basic ele-
ments of inforxzed consens. T-is may be. -
“read to the subject or to his | *3113 au-
thorzad rapresac:ative, bt iz any event
“"he or ks lazahv autno—t‘ed r2presentne
tive must te given ulequ":e [ ,»om..mtv
to rend 1t This cocumen? is Lo 52 signed

“stances be conpxe;ed until such institu-
- t:o:x.*‘. review and approval has been
i2e2 Except wheve the fnstitution de-
term' ©s trat human subjects are not in-
“volved, the application or proposal
shouid be approp/lately certified in the |

spaces proviced on forrus, or one of the

by tire subiect or his Jegally nithorized Showd be typed on the lowver or riznt
represeatative. Sample: ¢oz 0! the land marsin of the page bearing the

consent fuim as a: vwproved dv ine Board . name of an odicial authnrized lo sign or

are 1O be retained in i‘s :c-c:::s.' - execute applicaticas or proposals for the
N o - 7 * T . .
{br Provislon of a “shor: Jom=™ wTit- ) chivunion,
cieny

. n . t imadin b .

t.ﬂ‘ co.fen‘. document indcatizz taat Humano Subjecis: Reviewed, Not at Risk.
tne basic elements of Lyor—s=d conzent
have beea rresented oraliy Lo the suhe

Date
Ject or his Japally cuthoarizad "’PRSQS{?-‘ Muzaa Sud)zets: (Iv.c'.".e).ud, At DL, An.
tive. Wrillen swmamaries of 5218 is to be proved .
“s0id to the patient are to 22 approved by ——c-ceceescememmcomceemececoeccccmoaeae
, the 3card. The short form o be signed ~ (Dste)

C
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@ and s re.
Aaw, with docunen- .

o7 peali~- posol)- that it has on file with DHEW

cszl by DHEW will under no circum-" | C :
=P v . - studies In whirh m-olvement depends

foliowinz certificaticns, as appropriate, -

13, 1975 e Tl

(hy Al tarsan l proposal; wol cor-
LoAnptheation. and o pre, 1.0t
roeperty ol e crsnumitie d wvenot in -
volvizg hunan seojects and fownd by the
voetater ageney toinyelve hernin sub-
ety it e gesrned O the instibgtion
coroorand
IR YT

enr e ? -
Sl

Sube viasion and Certifedion of

tienes ol prepoesals,

<eriol

ices,

() FEricent o) provicd in rn':z'r TN
(h) [ 1.1', oL tlon, 1Lt oo, s L b Y-
=|.bnm. in or v.ith each a,;u“c Luvx ov
propasal Dy supoolt of activit.es covired

by this ;aut o separate special assurance

-and certtiicas ‘ou of its review and ap-

provat. -

(b) II the S=cretary so provndes. the
asiuranc= whicn must b2 submitted in or
with tha application_or proposal under
parazraph (o) of this sectlon rieed sat-
isfy only the requirements of § 45.7(a) .
and §46.7(b) o! this part. Under such
circumsioaces, processing of such ap-
plicatin or proposal by DHEW will not -
be compl2ted wntil a further assurance
satisfying the remaining requirements
of § 46.7 has been submitted to DHEW.

(¢) An assurance and certification pre-
pared io accordance with this part snd .
approved by DHEW shall b2 considered

to hove mat the requirement for cer- - -
© tificatinn for the initial grant or contract -
. period concerned. If the terms of the .

grent or contrmct recommend additional -
suopOTt periods, each moplication or pro- -
g:al for continuation or renewal of sup-

" port must ::a"-fy the requicemants 01

this secti~n or §45.11 whichever i3 o
pllc&ble at the time of its subm.suon

§46.13  Applications and prono-:ah] |rk-.
ing definite plans for mvoln—:r—nt of
huoian subjects, ;o

Certain types of p,)hc'xtmns or pro- .
posels are submitted with tha knowladge -
thati subjects are to be involsed within
the support pariod, but definite jlana for
this involvement wouwld not mormally be
set forth in the application or proposal,
Thase include such activities as (a) In-
stitutional 3 p2 grants where selection of
projrets 1s the responsibllity of the ia-
stitutis>:, (Ly trainiry granss wrnere
tra.ning projecis remain to be selected,
anrd fc) rezearch. pilod, or develepmen:al -

upon susth things as the completion of
instruments, or of prior znimal studies,
or upen the purification of compourds
Such applicntions or proposals shall La
reviewad and certified in the same man- °
ner as more definitive applications or
propozals, The inltlal certification indi-
cates institutional app:oval of the ap-
plicatlons vr proposals as zubmitted, and

en
Lt

be complzted prior to the baginning of__
the budgzet pesicd during which actual
Involvemant of human subjects {s to be-
gin Review und certifization to DREW
must In any event be completed piior
to involvernent of hu:nan sabjects.

. e

_coramits Lhe iastitution to later review
. of the plans when coinpleted. Such Iater
- review and certification to DHEW should




)

~-

3

(

" tutien all apylications ¢ proposals in-
Cvoluing hwnun subiec

.- ather

~ .
PO

611

sttt watis the intent of not ok,
ing human subjects

.\,.l.l...umn- andd proposals sl

If an epp. saten o8 2ooroszl dezs not
aptraoate voly,nne or S to v
he subsecis, N '.;.'T._'.- e cnnuid
Lo ceslosed weith o tho monizl Leommesion
of L _”v'w Nerten 07 ron- cab In Lhiese
i, tanves, howeizr, Fneo jater gt be-
conos cpEToDritie to Uia 2l or purt of
awardea funds {or one Ir:izore activities
whoth el involve 'S, each such

activiiy sholl be renie=:4 z=d zpproved

i1y wecordance with tte cis2rance of the
institution prior to tZe insolvemunt of.
subjects. In addition, 5 such activity

shall Le undertaken il the institution

- --has submitted to DE="%: (a) a certifica-

tion thet the activity Lzs teen reviewed
and approved in accorfzzee with this.

“.part, azd () a deta_e-" c_s-:'xp"on ol

the proposed activity tirnsiuding any pro-

~ tocol or similar docu.. €=%). Also, where

support is provided by projact grants or--
contracts, subjects snall zot be involved
prior Lo certification a=d netitutional re-

- ceipt of DHEYY upprcval end, in the case .
- of coantracts, prior to zzgzolztion and-—
approval of an a...e__::‘. _c*:‘.'rnc' de- >
.scmiplion of work, .

§46]:\ E\.du;uon und da-p(hlll()ﬂ of
applicationsmnd proprmale |+

) (a) Notwithstandi™yr ¢ LZF prior rexiew,

appooval, and ceriificziiia bor thie insti-

e -
-3 .

risk submitted
te DHEEW shall be evalzied by the See-
retary for compiiance with this part
through such ozicers &l employees of
the Department and su s orecn-
swlants engured for this purpose 2s he
delermings to be 2pprozoiate. This eval-
~vatiso may taxe 00 z:coumt, among
preocinent fectors, the apparent
risis (o the subjects, the edeguacy of

> gz
—T.

= proteciisn agoinst the.v msr3, the poien-
- tiad benefits of the a-'.v.-:; w the sub-

at
cis

Je
of the Lunowledge to b2 ¢
- Y Disposition. Oz tha ba<1.. of hzs
sevaiuation of an appltaton or promnsal
pursuznt to paragraplh (2t of this section
and ubgool to such a2p—val or recom-
m=adatiwn by or consul 2 with ap-
preoriate councils, cormmiiiess, or other
dodies as m:y be reguired by law, the
Secretary shall (1) 2730ve, (2) defer .
“for furtlier evaluution, or «3) disapprove
support of the proposec 2ctivity in whole
or in part, With respecs Uy a7y 2pproved
grant or contrace, the S2¢retary may im-
-pose condin‘ons, inclucing resiriciions on
~ the use ol certain proc:Zores, or cerlain
" subject groups. or rar""—"’ uz2 of spec-
ifiec s2{eguerds or inferm =< consent pro-
cedures when In his ju T such con-
ditions are niscessary e protection
of humansubjects.

ized

age]
PRt

Iz

Jor

v

§ 46.16  Couoperative umivities
Coopr2rative activitias arz thnce which
fnvoive institutions in zZcitisn to the
granlee or pr.hye conirae: such as a
cuntraclor under a grantss ¢r a su b\.on-
tractor under a prime cozimaztor). Ir,
suchinstances, the grarntes or orime co'x-
tractor oblains access o 32 or some of

© view unsatisfactory. .-

and to others, 2=d sh2 ;mpox*a'\ce -wish to develop an agreement with co-

FEDERAL RESISTER, VCL. 40, NO. SO—THURSDAY, MARCH 13.,

RULES AND RIGULATIO! 1185

wi.iv wilt frnolse hwiman subjects for
ehich it has responsiblity. Such w re-
cuest thall be ju writing and should pro-
viris tor direct notufication of the proont-

tlia subjects involved throu~h one or
more 06, iatiag institutivits, the basic
DHEW policy applies and thie graniee
Of Brime Contraciar jeinains resnonsible

for saterucrdoa; the vi hits au b welluer oo or controctors Tibilutional Heviow
of the Lbiots L owraoan the cvent that the cooperatl.en

() Ivemr o it epprovel coneral  instiuton’ Board finds the condust of
cssurasce. il and cont'nrula 1o ~w o the actiity to e un :...;1,...ct.)ry If the
by tire srzlitttivuinay Lo cartied oul by  ctopessting izstitution 23 not have an

2pnroted general assurance on file with
(1) Cooperaung institut.on wath ap- DHI'W, it must submit to D!—~I\'{ a gen-
proved geieral .".tsur.mce. Wiz '1 tire cn- er2i or cpeciil assurance which is deler-
overating institution has on &ie wvith mined by DHEW Lo compiy with ;"xe p*o-
DHEW an approved general assurance, visions of this part. )
the gran}e‘- or con!‘.utor may, in adci- § 46.17 ln\ﬂu"anonul new dru" aOd vy
tion to its own review, request the co-

; i ST - delay n.-qulremenl..
operating institution to conduct an in-
cepencdent review and to repolt
recommencations on those aspects of ti.e Pare or to submit a certidicatioa under .
activity that concern incdividuals for §§46.11, 46.12, 46.13, or 46.14 and Ehe
whom the cooperating institution has re- application or proposal involves sa in-
sponsibilily under its own assurance to- Véstizational new drug within the mean-
the grantee’s or contractor's Institutional iNg of The Food, Drug, and Cosmetic Act,
Review Board. The grantee or contractor the drug shall be ideniiuied in the cer-
may, at its-discretion, concur with or. t:fcatlon tozether with a statement that’
further resirict the recoounendations of tie 30-day delay- required by 21 CFR -

o:1e or 2 combination of procehuves:

S e

v,

-_—

its

-the.cooperating institution. It is the re- =312.1(2)(2) " has elapsed and the Food -
“sponstbility of the grantee or contractor 8nd Drug Administration has not, prior

' to maintain communication with the - !0 expiration of such 30-day interval, re--
Boards of th2 cooperating institution. Guested that the sponsor contnue to_
‘However, the cooperating - institution’~ Withhold or to réstrict use of.the drug
shall promptly notify the gTantee or con- - 10 human sebjects: or that the Food and -
tracting institution whenever the co-
operating institution finds the conduct
of the proj-ct or activity within its pur--

day delay requiremsnt: provided, ho- "'f
ever that in those cases In which the 0.
day delay mben..] has neither expired
(2) Cooperaling institution with no DOT been waived, a statemeat skall be .
epproved general assurance. When the - forwarded to DHEW upon such expir:-
cooparating institution does not have an  tOn or upon receipt of a waiver. No cer-
approved reneral assurance on file with tification shall be considered accen.2oi2
DHEW, the DHEW may require the sub-- UDil such statement has been received.
mission qf & general or s;,fe':ial assurance § 46.18 Immuuon s excculive respunsi-, |
~which, ii approved, will pe-mit the . bility. . K i
e o T -
g;;sxe ;{Lﬁ%: dmx;“otht: ;ﬂxf;:l&l, ?u%_ " Specific executive functxons to be con-
peragraph. ) guc:ed by tha instituiion include policy’
(3) Interinstitutional joint review. The t;‘,,}?;?;fg r"‘;ﬁ;’;g:‘g’;&g,ﬁj o:;-
’ t - -~ saieds -
graatee or contracting institution may ropriute administrative assistance and
support shall be provided for the Board's
functions. Lnplementationof the Boa" s
recommendations through eppropriz
adrainistrative action and followup is a
cond.tizniof DIIZW approval of ag 2ssur-
ance. Bozaid approvals, favorable ections,
and rebommendntxons are subject to re- .
view and to disapproval or furiner re-
striction Ly the Institution ofcials. Board
disapprovals, restrictions., or conditions
aneot be rescinded or removed except by

R -

operating institutions to provide for an
Institutional Review Board with repres
sentatives {rom cooperating institutions:
Represeatazives of conperating institu-
tious iy be appointed as 2d hioc mem-
bers of lbe grantee or contracting in-
stitution’s existing Institutional Raview
Board or, if cooperation i{s on a freguant
or continuinz bascis as betveen a n:adical
school and a group of afiiliated hospitals,
gfp:;:;ne:ltls <I1?tr‘1e::(::f)?dfd -p," ’Od‘_ n:‘:'ay action of A Board dbcnb -d ip the assur-

e . All seel perative arrznge- ance approved by DEE
merts must be approved by DHEW =ns prroved by
part of a general assurance, or as an § 46.19
amendment to 2 feneral assurance.

(b) Insiitulions with specicl assur-
ences. While vesponsibiity for initial and  or
continuing review necessirily lies with
the grantee or contracting institution,
DHEW mzay 2.0 require approved as-
surances from thase coonerating institu-

Inctitution®s refurd:, mnﬁclcu-
tiality, .

ta) Copies of all docu:nents presantcd
requizcd for fnitial and continuiuy
review by the Institutiona} Review Board,
such 25 Board ininutes, records of sug-
ject’s consent, transmitials on actions,
A Y i instrurtions, and conditinns  reswiting
tions having immecdiate responsibibity for  frem 3'onvd deliberations gddressed lo
subiccts. the uctivity director, are to be retuined
If the cooperating institution has on by the institution, sub)oct to the terins
file with DIEW an approved pgencral as- and cunditions of grant and contract
surance, the grantee or contractor sha!l awards,
request the cooperating institution to (b) Cxcept as otherwise provided Ly
conduct its own independent review of luw mfoxmatmn in the records or pos-
those aspects of the project or activity seasion of aAn institution : acquired in con-

1978

Where an institution is required to pre-' :

Drugz Administration has waived the 20- ‘. =




1858

noctien ~than webivity covered by s
Andormation selers to or can
.74 oonericdlar sabge
proy el 2 doSiuse] ot

(1 cora=nt of (02 subect or
Ll lerall, auiawr ed regres citalive; or
S L2 noacesary tiie Ser-
recnonsiviities

..
N .
racld

&

::.-;\-.rla.

Thach fosiiiiion with an approved as-
snace sU2ll provida the Secretary with
such repe=i aod other iniornation as
the Secretary may from time to time
proscribe. ’

.§ $6.21 - Early termination of awards;

evaluation of subsequent applicutions
and propo-als, .

(a) X, 1n t22 Judzment of the Secre-

tary an institution has failed materially -

"
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to comuly ity the termes of this pulicy
Wiitivs 2t o a s arcular D EAY [rant
or coniracy, e w 1eGoire that sald
Crant or contract be tamdratad or 5005
gended in b2 mannes Lresericed 1n -
pliceole goart or w auremont regiia-
tiui,

(LY Inevaiciun; apaticalions or pro-
poirs [or tugrort o aciintics covered
b thus part, the oocrotar - miy taks inty
accownt, ia additwh to al) other eligivil-
ity requiremeants and wrozram criteria,
such fuclors 2! (1) whether the appli-
cant or oleror has besn subdject to a
termination or suspersion under para-

" graplh (2) of this section, (2) whether

the appiicant or ofcsar or the Ferson
who would direct the seientific and tech-
nical aspects of an zctlvity has in the
judgment of the Sacretary failed mates.

rinlly to disclarge nis, her,orlts ¢
sty for e Drolect:nn of the
ail wellars 7 subtecls in hi, hes
Cary (anetner ~r net DATW fu-
imvcivedy, nng (3) ~hetber,
defelencies laye exister] fn Rise-
sucht lesnon.llity, adequate stor
By b judzmment of the Sscretar,
thiken to eluzinate these deflciene
§45.22  Condivions.

The Secretury may with respect ¢
erant or contmact or any class of
or contracts impose addUonal cond
prior Lo or 2% the tima of any :
wken in his judgmen’ such cond
are aecessary for the protectio

Sobhies

Loy o

-human subjects, R
" [FR Doc.75-8621 Pflad 3-12-75;8:45 ¢
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pre-

TUITHIN MIITEoPMLIT N AmEA
Acd:’

Los Aufeles, Callfzrnis and Los Angeles Alr-
port (served from lamadale, Colllornf2).

Acd:
Madiron, Wiscenzin,
Dalete:

Mobile, AlLLAZa.

OTTSDE MITRCPOLITAN ANIN

THD HL.TIS
£cd:
Verser, Caillermi:
Califcrnia).

Add:

Los Azgeles ¥Mortzr San Fadro, Califnrnin:
fnctuding Lezg E2asn, Wimingtcu, ad
Teemunal Isiavd fsermel Lzwndale,
Califoratay.

(ferv2d from Lawsnonie,

ACG!

Midcieicn, Wiscensin (s2ned from il
Wisconaingy.
Aadd:

Sauk City,
Wiegensing .
Add:

Watertown, \Wirzonsin (s2med
son, Wisconriz).

TIDIT O PCTIS

Add:

Chilton, Wircrnzln
Wicon in).
Add:

Hartford, \WWisconrin
Vhscons.n).

Add:

Mireral Pe:n

(served from Aa-RKeven,

feervesl from

Alarvecin,

served ‘rom Nadi-
i),

Adg: .
Neowroe, \Wiitcnin isemed
Wisccasin).,

Add:

Onario, Cilil~m=:i3 scterved fronr Lawndaic,
Californta).

Add:

Irom Nra.een,

. FOERAL RECISIER, VOL. A1,
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RULES AND REICGULY OIS

N teees, A onMn (heraen foum Marde-
By, Wr oo Ly

pCTL VOV,

Acd:

Paw £l At Ueocx Yo Oniffetaty fLerrent
frorsyfomnca s e lu
ACr

eeegrd, Wino nun (0oTaed froon Maloen
Vet )
A

Hustes,2 Collospia (seived frem Lawn-

caly, Caldniniy.

Add:

Mitwautee, Wiconsin (ferved fom ti~dison.
Veiscounsing.

Add:

Neaport Bearh, Califoriia (sened from
Lawndale, CalJorma}.
Ada:

Stehetgan Falls, Wisconsin (seried {rom

WJarkesaxr, Wisconsin).
~ Delete:

Juca, Wiscansa (semved from Madlzon, Wis-
€o:isi.)

Delete:

Shevergan Foliz, Wiscarsin
Mhlvausee sz Ripon,

(served {rom

Viisconsind,

FIVE HOURS
Acd:

Narei Field, California (¢-rved from Lown-
dale, Caliioiniz).

Delete:

Judga, Wiscunsin (serted [rom
Wisconsing.

fauk Cily.
B8IX ROURS
Add:
Anwelen: We'llz, New Afuexico (seried
To.well ard Socorro, Nevw. Tiexito).
Add:

Chitton, Wisccasim
Wiscone.a).

from

(served frem Mad!oon,

Atdd; -
Cotuinbus, New Nevico fserved from Roswell
End SucarTe, New NMecicd).

AL
Ban Lult Obispo. Culifornia  (served frem

Lawliiale Californin)
- TEN HOLES
Delete:
Borron, Wisconsin (served
Wreonsing,
1€ Stat 86 Y U.S.C.20C0.
1

Efiective date. The foreceing amend-
ments shill beceme effective November
30. 1976.

L is to the bencfit of the pu
these ins n.*tnms b2 made ¢Teclive at
the earliest practicable date. 1t dees nat
appear that puo\... pariicination in this
rulemaking rroceeding would nizke ad-
fitinnal reicviaat information ovaiiable
tothe Degariment,

Accordingly, pursuant to 3 US.LC. £53
it i: Yound upon zend (ause that notice
wnd puble procedure on those instrue-
tions are impracticnble. unnecessary.
and corirary to the pullic interest and

‘from Taux City,

vic that

L) canse is foumad Jor making them el
foctive Jeos than 20 days aiter publi o
tion in the TepwLoal Recistea.

Done at Weshinrten, D.C, this 24
Ciy ol lovember 1956,

Nreie — e Antml and Pl
wreel r e

Corum™my L ol

ny Peulnd
Cergce hos €»'orraimid
not fonis.n noTunL tT prer T
ToLLnn preparation r..‘ aa Tav.: -
pacs £roemeat ue ider Uaeculive Cr.v- Y-
FRY 0 AN O L SRR T L/ YN
Prerre A Craor,
Acling Dorly Ad-minislrsiorn,
N Velerirery Seriices.
1FR Do 76-~32164 Filed 11-23-7¢ B3 o

Tiie 10~—Enercy
CHAPTER (Ii——ENERGY RESFARCH AN
DEVELOPMENT ADMINISTRATION

PART 745—PROTECTICN OF HUMKN
SUBIJECTS .

Adoption of Final Regulations

Cn Auzust 17, 1976, e document e
titled. “Protection of Human Subjer
Proposed Regulations,” (10 CFR3 Po
705—10% 10 CFR Part 745" wgs nu
lished In the Febpzasl Rrcistes (41 °
33i778). These proposed reguiations k.
been altered in ££705 6. 105.10, 705.
76518, and 705.19 (novr 456, 745
T45.11, 745.18, snd 745.19) as a resuit
comnments received. ’

The proposed regula..o,., inter 2
ensure the rizhis and welfore ¢ hun
subjects in researel activiiies supnar
by ERDA. Adequate review 2nd gpurn
ef zcivities invalving human r;h“-“‘,
primarily the responsibil ¥ ¢of thwein
tuticn whica rezeives or is accouniz
to ERDA for the funds ewarded.

Although ERDA intencded to ¢
stanticlly dupYcate the polizies and 1
cedures adopted by HEW (40 F2 11
March 13, 1975), commentis r»ceivs;
response to the proposed reguiszt
identified Ciferences thst needed t=
resglved belmeen the two £3ts ¢f ™=
tions. Tne most significent issues v
the membershin requirements cf the
stitulional review board *743.6) an c.

ratention of records (745 193, To ¢
nate the problems caused B {hese e’
.cences, these and other ERD:L cen!

have been rltered to conform o the &
remulations.

Accoroinzly, with tre inccrmor
changes, the proposed Tesulitlons

adonled as zet forih below.
Effective date: November 30, 2075,

, -

Javrs L. Luwvepaey,
Assistent Administreler
for Entvizonmenl end S/
Thie proposed regulintions
as follows:

are au:

See.

Ja51 Applicabiliy.

7352 Pnlicy.

TA53 Loitions,

T35+ Subintssion 0f faurances.

T456  Types of sssurances,

7836 Minimam renulremsnls fer g
asuranees.

7437 Abntmum requlrements for v
RSSUTAULCES,
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.‘:f.-' Frauanan ar? chvanition ol wnsure
angos
- Lelion T e Tt
K O:;cx.'_: Fres. it €7 s
¢lan:?’
~3510 ;')o:-_;:t-r;'u; R AR
IRERN
74312
»‘ucnres
74513 Applidtions and propuslls jackin
celaite plins oT inviitexeat of
Euoan sutietta,
=45.14 Applcations zn2 zropas:ls submitied
with the !-ent of zetbozvelving
puman sunt2ry,
745.15 Evaluation a=d 2L:>asiiion of a9pli-
- E3TI0NS KEd PIINELS.
734516 Coopereilve kT cs.
<4317 zm-:'..':alao.. g% Crug 3)-cay delay
rejuirement.
4518 Tnstilivtion’s executive responeldilfty,
4519 Inctitution's Teromds; csn ..wt“n’l:y
4520 Repris.
£5.21 EariT termination of awerds: evaluse

- ion of
propnsals,
Corngdizions,
ATTHOR2ITYT: S2¢, l-‘S{:‘ ZeergT Reorgant-
g3 Act ol 15°s, Pul L. g3-222,
§ 7131
fay The requlatisns in
gpnlicztliz to wll ©
Develypinznt Adm
scTeemenls inciudir
gnm., and contrenls ;
sesrch, Gevelapment, end related ectivi-
ties r’zth.n the Unii=a Sta‘zs and its ter-

gubreg et a"pllca.lc.:

F522

Applicabitlty,

riworiss in whicn hummen eu>acts are in-
veved,

nn For agreemen®s supdorting artivi-

e the Urited S:zles and iis

-, -

territories i whiczh huzmzz .._..vec..> or
m\o. ed. the reui-e‘—»'::s o! tais part
shxll ap.n} to th sximum estent prac-
irably drverrm 12¢€ b tZ2 Adcministra-
ter on a caxe-hy- c-“.‘"*’s taing into
acrount the relevans laws ard cractices
of ihe foreign retion in the ac-
tivity will ba eonlucted.

2y The Adnunstraser mey, {remi time

whith

to time, delermine in 2 "::r: vhetner
2ific programs, methicis, Cr price-

dures to which this 'az:: iz eapnlicatiz
plute subfects at rigk, zs delinec In
§ 745.3(hyY. : B

Sucn detarming
pudished 2s notices in 122 Traz
1=Ter and wilpeineludzd in an appendic

W his

Dart.

fure of

suhjects :xt.

pD’th undoer x1=‘.D.=. ag-::a:.e:.:s is pri-
marily the responsisiiity ¢ the inctityu-
u:n w" Thureceives, or i3 cecountalle to
ERDA fo'-, the Iu:’:u owarisd f{or the
sun»ITY of the eotivi*s. In cT3or to pro-
vide for the adeguote Zic < of th
institulional] rerponeititios

ity 00 ERTA that np -

human subh eots \"’L'( L U

and il \e...\ t> sioported by
ERDS agre 1283 b2 underizxen

undesy an Ing
reviewed and 2PPToved 5
the inctitution nas sunm
ceritfication of sueh revien

= Board has

::..... ity znd

2 ERDA &

soroval,

[TESEN

Ie-

PEGISTER, VOL. 41,

RU'TS AND REGULATICNS

.

e requir ments of

it acceninrae with e
Cia paart.
[ T

Pl renileny

shoil ot
L o suymrts €0t el
carvatyed v x.\.""'
sruhor .
rfth -b?.
wrianos ol
to va-rant a deci-
Lot Lhe sudieel 1o ronant thaest

suls;u »t sudiine
eipe to ue ":: ted -
sicnt o2
risi:s;

«2) the rizhts 2nd velfare

stb 2cis will be ace ;ate., P o ‘ected;

(3) lezally chec‘.\c L ‘ c-\. consent
wilt be obiained by nro-
prixte

provisions of this par:; anc‘x

(4) the conzuct cf the activ
revietved at timely intervals.

(¢) No agreemert involving human
subiects at risk shall be awarded to an
individual unles: Le is afliat=< with or
sponscred by an inctitution: which can
and does zssume responsibility for the
sudiects Invoived.

§743.3

ity wi!l be

Definiiions,

(8) “Irstituilen® me=ns any public or
private institution or azency Gociuding
Federal, State, and local government
agoncies).

by “3ubieet at risk” means ory in
vicual who may be emposed to tha pos

ke

bitity of injury, inciuding p":»s‘.c. 1,
psrehwicgical. or sceizl ing u"'. a2 con-
sequenne of parlicinztisn o " "'t in

Wy oTesedrthy, uc\-e.o.....ert or re..ued
activity wliich departs from the applica-
tion of those c=t.xb‘i;h¢-d ané eccepted
mzihods s to reet his nesds, or
which ::1:xc°=° ‘the nrdinary ricks of
dailly life, including the recopnized ricks
intercnt {n 2 chiosen cecupetion or Seid
of servica.

(¢} “Informed cormsent” means the
knowing consent of an individual or his
legaly authorizad representative o situ-
..teu s L2 e able to exercice free power
af cholce without uncue inducenient or
any eicment of f2ree. fraud, daceit, du-
ress, or other firm ol constralst of on-
¢rcicn. The bLasic elements of inferma-
tienr ece'sary to stch consent inciude:

(1) A [2ir cxplanstion ¢f the prose~
dures to b2 feilcned, and their purposes,
including identificalicn of any proce-
cures whicii are experimental:

(2) a deseription of oy atlendant dis-
comforts 2nd rists recasonubly to be
pacted;

(3 a descriplion ¢f any benefits ren-
sonably to be expecled:

14) a disclosure of any appropriate
alternative procedures that might be ad-
vanlazecus for tho sudbiect;

(5 an offer to answer any inquiries
concerning the pracedures: and

(C) ar instruttion that the porsen is
{ree to wittrdraw his consent 2::d to dig-
continue rarticipation in thie projeet or
astivity ot aay e without prejudice to
the .51._)) el

(d) "ERDA" means the Energy He-
search and Deovelopment Adnministration.

[n)

te) “Adminictrator” mears the Ad-
ministrator f ERDA or any othor ofiicer

or emplicyee ¢f ERDA to whom authority
has been dclarated, .

NO 221—TUESIAY, NOVEVR™> 20,

RN

(L) “Agreemont”
coaneratinve

ineuns a nrant, corn

uxr#oﬁ'r"* or o
insiruomern, ur ~ich ERD

votes fund,s or oo risureasy fc
el ts oor ellords in 2 M
P § - .
sub ooty

(L)Y vAprroved nsiuraune” menns
ourront that fullils tiie require

l

(S
ne 5 part ard is auproved By tn
Alvunisteater,

(hy "Cyrtification™ means the o=zl
institutional notification to ERDA 'n ac-
cordarce with the requiremenis ‘ xh.s
part that a proiect or activity invelving
human subjects at risk has been rev ev‘e"
And apnroved by the instilviion in zc-
co*dancc with the “approved essuranca”
on filje nt ER DA,

(i) “Legally authorized representative
mears an individual or judicial. or other
body authorized under applicable law to
caousent on hehaif o! a prospective sub-
Ject to cuch subject’s participation in
the particuiar activily or procedure,

§743.4

{a) Recipients or prospective racipt-
cnts of ERDA support under any gorea-
n:ent involving subjects at riss'shall pre-
vide writlen assurance accepizble to
ERDA that they will comply with ET.DA
policy as set forth in this part. Each
assurance shail embody (1) A stateren
of coinpiiange with ERDA requxremer"
for initinl and continuing Iastitutiznal
Review Board rewview of the su;;.\o“.f-d
ectivitizs; and (2) A set of implementis
guidelines, Including identification of i c
Bnard end o description of its review pro-
cedures; or, in the case of specrial arvur-
anre eoncerrad with sincle aetivitiss o
projects, a report of initial findings ¢!
the Brard and of ils proposed continuing
revietr nrocedures.

(b) Suzh assurance shall be exez:'ed
by an individual authorized to nct for
the institution and to essumie on behalf
of t~eInsiitution the obilrations Lm,ﬁ.,\e"
by this part, and shall be filed in =
form and rianner as the Adx! .Ls::;;..
may require,

Subimission of assurunces,

§ 743.3 Types of avsurances.

(a) Gererol assurances. A general zs-
surance describes the review 3ud {mple-
mentation procedures epplicable to all
ERDA-supnorted activities conducted by
an institution. regardless of the numb:r,
lacation, er types of its componants or
field aciivities. General assuranzces will
be required from institutions having a
siznificant number of concurrent ERDA-

supported projects or act.v ties involving
human subjocts.

by Specicl cssurances. A special a«-
suranece will, as a nude, describe trose
review ond implementation procecures
apiaicnble to o single activity or project.
A sn7eial asavrance will not be solicited
cr eccepted from an institution which
has on Hle with ERDA an approeved
general assurgnce.

§715.6 Mininnnn re guiremients fur gen-
cral axsurances,
Gereral assurances shall be submis-
ted In such form and manner as the Ad-
ministrator may require, The institution
must inciude, 6s part of its general as-

1076
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- with, the inedt.licn.

52:33

guidel.nes that

specLic “1) ;

(a) A e ¢ poijucinies wiich
will govern in e dis-
charr ol s protert-
T the s "b!cc:s.
'Il'::s may & e exvuing
culesurdeclo2 *x\» for-
mulated by ozl e lol 1.:'1‘ Lis o

:-_c, such prniucpl.
poley or spp! icabie

be wnderstoce
supessede ERDA
latw.

(b) An Icsiiuzoznal Review Eoard or
Bo.r.. structure =-!-..:h. wxu conduct ini-

ance mm the olcy oa.hned in § 7452.
Such a Board ¢r Boxrd s:.ructure shall
meet the following reqiirements

(1) The Eczrd must be co...posed of
not l2ss thaz fv2 parsons with varying
backgrounds to 2ssure complele end ade-
quate review of aciivities commonly con-
ducted by tne insutttion. The Board
must ve suflicien:ly qualified through the
maturity, experierce. end expertise of its
members, and Civarsity of its member-
ship, to insure respact for its adrice and
counsel for sefesuasding the rights and
wellare of humen subjects. In addition to
possessicg tha professicnal competence
Jecessary to re\'i-": <pg—c' i activities, the
Board must te &tle to ascertain the
acceptadbility of applcations and pro-
posaly in terms ol Dstituticnal commit-
ments and ra,,.._aJo:.s. applicable law,
s.,anc'..rd.. ol pra: essa nal conduct and
ite atiitudes. The
mch.. TC Persons

bunrd mu.\s. :e::.’o e
vI108e Conerns z: in these areas,

(2) The T©oard members shall be iden-
tificd to ERDA ty nzme; earned degrees,
if any: position ¢r occupation; repressnt-
ative capaciiT; 22 327y otner pertinent
indications o exprrience, such as bouard
certificcton. liczmzzs. ele., suMcient to
descrite each memd2s chief anticipated
contribulicns Lo B-ozrc deliberations. Any
employment or other relationship be-
tween each member angd the institution
shzll be jdentiied. ie. Nuli-time em-
plovee, part-tme empiovee. member of
governing panel or ooard, paid consult-
ant, or unra.d conslltant, Cnarnces in
Board memberszip shall be reporied to
ERDA insuch icrm 2nd at such Hmes as
the AdministTatrr =7 require.

(3) No mem=er ci 2 Beard shall be
Invohved in gither the inits) or condnu-
ing review of zn ze=vity in which he has
a confliiciing inere<t. except to provide
informztion regues:23 by the Board.

(3) No Board shzll consist entirely
of persons wiho are ocers. emyliovers,
or agente of, or are cinerwise nssoc.ated
spast from heir
-'.’ 9‘—'.a
ali consist entirely of

membership cn
(5) No Board st

members of 2 £izle proiescional croup.
(G) The quorsm of ithe Board shinli be

defined, but mav in no event be less than
o malorily of the wizl memberchip duly
convened to ¢z out tnie Board's re-
sponsidilities under the terms of the
assurance.

{c) Procedurzs wxich the instituetion
will follow in its inizial and conrtinuinT
review of zpalicailons. propo and
astivities.

1061068

osnls,

FEDERAL R""sﬂk vOL. 43,

RULES AND REC TIONS

(&) Froceldures which the Board il
follow: (1) To provide acdvice and counscl
to sctitity disectors and inyestigators
with regard to the Beard's acticans, (2)
1o msur e proaspt reportin,: to the Bourd
of proposcd H..-.:\;:':s in an actvity, and
of uncnticpeed prou! swing ek
to subrects or othiers, a.d (2 To wis.re
izt any such problens, incisdu.y ad-
verss jeacuens to tuoligicals, druss,
radioisnrope-labelled diuss, or Lo ecaeal
devices, wre promptly reperted to TRDA.

(¢) P?o"edu'es which the institul.on
wi'l foliow to maintain an active ang cf-
fecve Board and to implement its rec-
omz:+r.dations.

§ 745.7 Minimum requircments for ape-
cian] assurances.

Special assurances shail be submitted
in such form and manner as the Admin-
istrator may require. An acceptable spe-
cial assurance shall:

(a) Identify the sp~ific agreement
nvolved by its full title and by the name
of the activity or project director, prin-
cipal investigator, fellow, or other per-
son immedialely responsible for the con-
duct of the activity.

(L) Include a statecment, executed by
an appropriate institutional oficial, In.
diczting that the iustitution has estab-
lished an Institutional Revi:w EBoard
satisfving the requirementis of § 745.6(b).

(¢} Describe the makeup of the Beard
aid the training, experience, and tack-
ground of its members as required by
$ 745.60) (2),

(¢) Descrive, in general terms, the
risks to subjects that the Board recog-
nizes as inherent in the activity, and
justify its decicion that these risks are
so cutweizhed by the sum of the bencfit
to tha subject, and the iinportance ¢f the
knos ledie to be gained, as to warrant
the Board's decision to pcrmit the sub-
ject Lo accept these risks.

(eV Describe the informed consent
procscures Lo be used, and attach docu-
menanon as required by § 743.10.

(1} Deascribe procedures which the
Board will f{ollow to in<u'e prompt re-
porang to the Board «f propesad chann-
es in e ectivity, and of any unaztici-
pated problems involving risks to sube
jects or others, Lo insure that any such
problems, including adverse reactions to
biologicals, druns, radicisotope-labelicd
drugs, or Lo medical devices, are prompt-
1y reported to ERLDA.

(z) Indicate at what t:me intervals
the Board will meet to provide for con-
towng review. Such review must oc-
cur ne less than annuallv.

th) Besigned by the {ndividual mem-
bers of the Bouard and Le endorsed by
an appropriate fustitutionzl ofiicial,

§ 7358 Evaluusiion ind dispo<ition of ax-
snrances.

sanyv

2) All 2ssurances _"‘V"‘lill'.‘d inaccord-
ance with §§ 943.6 and 735.7 shall be eval-
uated by the Administr:zto:‘ through guch
olfizers and employees of ERDA 2s he
determines to be appropriate. The Ad-
ministritor's evaluntion shall take into
consideration, among othwer pertinent
{actors, the adequacy of the proposed In-

stitutlczal Review Board in lizht of
anticipated scope of the applican? in
tulion’s activities zand the types< of =
ject populatione licely to be involr
the 2ptroonizteness of the propesed
end conliniing revicw prosech
11 hight of thz probabie ricks and
s12: and compisaily of thie inctitat

9 On the basis of s evalc

2.0 assurance. pursuant Lo paragrazsh
of L., secdon, the Adininistiator <l
(1) Approve, (2) Enter {nlo rogotiat.
to develop a more satisfaciory nssurn:
or (2) Disapprove. With recpect to

proved assurances, the Adminis
may determine the period during wh
any particwlar sssurance or class of
surcnces shall remain effective or oth
wise conditioa or restnct his appro
With respect to negoiiations, the s
ministrator may, pendin: completicr
negotiations for a general assurance,
quire ap institution, othenrwise elig
for such an assurance, to submit sp=
RSSUTRICES.

PO
[
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§ 735.9 Oblimation to obLtain infun:
consent; prohibition of exculpai
clauses.

Any institution proposing to place
subject at risk is obligated to obtain :
document legaliy efTective infcrmed ¢
sent. No such informed consent, ora
written, obtained under an assurs
provided pursuant to this part shizy
clude any exculpatory Jarnguage thre
which the subsect is ruads Lo waive, ¢
appear 10 waive, any of his lezal ri:
including eny release of the institu
or its agents from liability for neglic.

§ 745.10 Documentation of

consent.

The actuel procedure utilized in
taininy jecally efesctive Informed o
sent and the basis for Izstitutional
view Board dslerminations that the -
cedures are adequate anl approp:
shall be fully éncumented. The documr
tation of consent will employ crie cf
following three forms:

fa" Provision of 2 written consenn
ument embedring all of the basic
ments of inicrmed consent. This iz
read Lo the subject or to his Jegally
tharized reprasentzative, but ia anv e
he or his legally authorized reprece:
tive must te given adeqguate opporit
to read &, This document is to be si,
by the subject or his legally at.lhO'
representalive. Sample copies of the .
sent form, as approved by the Board
to be retained in its records.

(b) Provision of a "short form™ v
ten consent document indicating tha*
basic elements of informed consent !
been presented orally to the st,f.c
his legally authorized Tepresent2
Written summaries of what js to be
to ihe subiect are to be approved Ly
Board. The <h3r. form is to be sizn:
the sudject or his lezally nuthons: cd
resentative and by an auditor witre
the oral presentation and to tne rub;
siznature, A copy of the approved s
mary, aunotated to show any addit
is to be sizned bty the porsons omc
oblaining the consent and by tihe zur
witness. Sarmple copies of the coin

infor
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Ladiia ]

{orm: and of 1L, summarnies as :z.';p._'m_cd
b?. e hoard are to be retamed in ity

. he B
( .f?'.";‘,,‘.,..:.— sion of mther of the
¢ ST . . NI P e, I
tIRST PO sl eS ger.oed an X‘ Thn
(,'."n--d by ool Masection Grent

£

to use nad:fed prorxiaies

proTonsinn X
socitivnal reapponRn
4 trRe imst:lutici tu ettuh-

2y W,pon

~e £0:70 )
;:_0:‘ (1) Thzt e rsk Lo ¥ subject s
= aimal, () That use of e:ller ol the

prunaTy procecures for oblil.rg .n-

- formed consent would surely imva.date
obrectives of consiZarable immsdiate im-
pomance, aad (3) Thet eny reasonadle
plienative means for altaining these ob-
ject:s es would be less advantageous to the
subjects. The Eoard’s reasons for permit-
ting the u e of modified procedures ruust
pe indivicually snd specificzlly docu-
mentad in the minutes and in reports and
Board actions to the files of the institu-
tion. All such mocifications should be
resnularly reconsicdered ss a function of
conticuLig review end as required foran-
pual review, with documentzdon of re-
afsrmation, revisicn, or discontinuation,
as appropriate.

§ 7145.11  Submission and certification of
spplications and proposals—reneral
assurances.

€0y Timcly reviern. Any institution
huasing az approved generzl! assurance
shel ncdicate in each epplicution or pro-
posa! fer supnort of activities covered by
this pars (orina separnie documeitt sub-
mitied with cuch application or preposal)
that 1t has on file with ERDA such an
assumance. Inadditicn, uniess the Admin-
wirawr otherwize provices, each such
gpplicaticn or proposal miust be piven
revizw and, when Jound to involve sub-
jeets at risk, approval, prior fo submis-
sion, 07 2 written essurznce must he sub-
mitied that 2 review is pleaned or in
progTess end thetl the resulls of tne re-
vie™ will be received by the edminisira«

‘tor no later then 60 deys afies the date -

- o. susmission to EREA. In the event Lite
fdrministrzior provides for fn2 performs-
wnce €f jnstitution ] review of en appli-
cz.ion or proposal after Its subinission Lo
ERDA, processing of such application or

“pronosal by ERDA il under no circums-

- stanres be complated until such institu-

*+ tional review and approval has been cer-
tifed. Excent where the institulion deter-
m:nes the! human subjects ere not in-
volved, the applicetion or proposal should

-be mppropriately ceriificd in the spaces

~ provided on femms, or one of the folowing

w certifications, as appropriate, should be

v teped cn the Jower or right-hand mar-

> gin of the pare bearing the name of an

“offizial eyuthorized o sign or execute

- apnlications or proposeis  for the

s incutution.

Human Sublects: Peviewmed, Not ozt Rk

< proved.

<

(b)Y Applicetions end proposcls not cer-
~tfied. Applications and proposals not

' 1081089
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properiy cf~LAcd, or submitted as not
mvolviaig hwnan subjects and found by
the O;~ru*n opency to invalve humun
£ahrol, vl be retuined to the e Lt
tion ot c?

S5 1Y Suluniseion il ecertification of
npplications wnd propoeals, spe cinl
=St arcCy.

(2) Except as provided ia parasrani
(b cf s seeticd, insuituons not ey
ing an o ad ereral assccance sheil
subziit in or with each eprlication or
proyposal for support of activities covered
by this part a separele special essurance

o
[
b

nd certilication of its review and ap-,

proval.

(b) 1 the Administrator so provides,
the asturance which must be submitted in
or with the application or propaszl under
paragraph (a) of this section need sat-
isfy only the requirements of § 745.7(a)
and (b) of this Part. Under such cir-
cumstances, processing of such applica-
tion or proposal by ERDA wil not be
compieted until a further assurance sat-
is{ving the remaining requiremants of
§ 745.7 has been submitted to ERDA.

(c) Ar assurancc and cert!Scation pre-.

pared i1 accordance with this part end
approved by ERDA shall be consicdered to
have met the requirement for certifica-
ticn for the in'tial agreement period
conzernad. If the terms of the agree:nent
recommand additivnal support periods,
each application or propose! {or contin-
nation or renewel of suppnrt must satis-

{y the requirements of this scectinn or

745.11, whichever is applicabic gt the

ime of its submission.

§713.13 Applicetions and  proposzls
lucking dcfinite plans for involve-
ment of human subjects.

Ceriain types cf epplications or pro-
posais are submitted with the knowledge
that sudjects gre to be involved within
the support period, but deSnite plans
for this invo!vement would not normally
te set ferth in the epplication or pro-
pos2l. These include such ectivities os
(aY Institutional-type grants where se-
i>tiza of projecis is the respoasibility of
the iostitution, b)) Trzininy grants
where training projects remain to be se-
lected, and (¢) Research, pilot, or devel-
crmenial studies in whizh involvement
cepends upon such things as the comple-
tionn of instruments, cr ef prior animal
studies, or upon the purification of com-~
pounds. Such applications or proposals
shall be reviewed and certifed in the
same Imanncr as more definitive eppli-
cations or proposals. The initial certifica-
tion fncdicntes institutional approval of
the znoplications or proposals as sub-
mitted and commits the institution
to lateyr review of the plans vwhen com-
pleied Such iater review and ccrtifica-
tio to TR DA hwould he completed prior
{0 the begimming of the budget period
durirg wnich actual involvement of hu-
men subjects is to begin. Review and
certification to ERDA must in any event
be ccmpleted prior to involvement of

uman subjects.

52137

§ 515011 Applicavionswnd proposids sub-
miitteed with the intent of notinsolving
liaman subjeete. .

{ an applicatiun or proroal doss net
ant.cinaie involving or intend to involte
humnan subjecis, na certitic tisn should
bBeosncived st e Inical submisaien
of the unphization or prowstal. In thes2
instane s, hiowever, when later {t te-
comer aporagriate o use 2l or part of
ooarded funds for one or more activites
which will involve subjects, erciisuzh ez~
tivity shall be reviewed and apzroved i
accordance with the essurance ¢f the in-
stitution prior W the involvemant of
sudbjects. In addilion, no such activily
shzll be undertaken until the instituticz
has submitted to ERDA: (a) A certifice-
tion that the actlivity hes been reviewed
and approved in aceordance with this
part, and (b) A detaiied descriptioz of
the proposed activity (including any pro-
tocol, revised statement of work or simi-
Jar document). Also, where support !s
provided by project grenis or contracts,
subjects shall not be Invoived prior to
certification and instlutional receipt of
ERDA approval and, in the case of con-
tracts, prior to negoliation and forrz:l
smendment of the contract statement ¢f
work, :

5745.]3 Evaluation and disposition of
applications and proposals.

(a) Notwithstanding any prior reviesw,
spproval, and certification by theinst!t:-
tion, all epplications or proposals sudb-
miited to ERDA involving human suz-
jects at risl: shall be evelucted by the
Administrator for complicnce wita this
part through such oJicers and emplosess
of ERDA as he delermines to be eppro—-
priate. This evaluation may toke into 2c-
count, emong other pertinent feclors, ihe
epparent risks to the subjecis, the ade-
quacy of protection ageinst these ricks,
the potential benefils of the sctivity to
the subjects and to others, and the iz«
portarce of the knowledge to be gained.

(b) Disposition. Cn the basis of h:s
evaluaticu of an applicatian or pronoszl,
pursuant to peragreph (a) of this sec-
tion, wnd s=ubject to such approival cr
recommendsation by or cosultation with
approprinte councils, committces, or
other bodies as mey be required by iaw,
the AdministTatar shall (1) Approve, (23
Defer for further evaluation, or (3) Dis-
approve sunport of the proposed activisy
fu whole or in part. With respect to ey
grant or contract award or othier agres-
ment. the Administrator may impsse
conditions, including restrictions on the
use of certain procedures or certain sLo-
yect groups, or requisring use of specited
saferuards or informed consent price-
dures when in his judgment such ccn-
ditions are necessary for {lie protection
of human subjects.

§ 713.16  Cooperantive activitics.

Cooperative activities are thiose which
involve institutions in addition to the in-
stitution having an agreement so:th
ERDA (herein referred o us, though not
lunited to, a grantee or prime con-
tractor). Examples of cooperative activi-
ties are those of a eontractor vndor &
grantee or of a subcontraclor unde:r a
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prime ecntsactor I in such inetanes,
tie H'\:..:“ ar prime (\' tmwlor obtar s
[NIL S SP AN c- cas.e o the rubiects -
volved LT soGle Caarnatins

m"..hxt‘*n. e basie YT pelsy LR
| ST S ’ N
) o3 HOOMIRN rCLal e
r.gtt oon 3

(o sanproovd e !
ascurcnees. Initild o ocontiauing Ta-

may be coinied
combination of procz-

view by tre insuliution
ou. by vme or 2
dures:

(1) Ccopercling insiitution wills cp-
proved generel aesurance. When tlie co-
operating institution has on file v
ERDA &an approved generzal assuracnoe,
the grantee or prime contractor may, 13
addition to its own review, request t:'.e
cooperating institution to conduct =22
independent review, and to report s
reco:nmenidations on those aspects of the
acHvity that -concern individuuis for
whom the cooperatung !nztitution Las re-
sponsibillly under its ovm assurence to
the grantee’s or prime contracter's Insti-

=~ tutional Review Do2rd. The grantes or

prire contraclor maoy, at its discertizu
concur with or further resirict the rec-

ommendztions ¢of the cocperaling insti.
tution. 1t is the resronsibility of the
gronise or prime coniracter to maintnin

commuaication with the Boards ef trs
encreratag instituic:n. }t,.u ver, tha co-
opern Ly iasatilon sh :
Lily tie cTonteaor cnm'::c ing Ins
whenever the cooper:xting inetiy
finds the conduct of the project or ac
jiy witnin i p\.n 2w to be uns a
fnCtCT’-
€2) Cooperatinng inriitution with

cm:rr"-“ esnaral assurance. When o
c :.':ra:i ms.x._.x.“. coes ot "'.' o p"

nO

I»:n:).. L'iD-\ n.ay requice (‘1(‘ 'L‘--':-
gion ¢f 2 general or &pe¢ial ussarine?
which, i approced, w:li permiit tlo
4 mtae OT primie contntlorto (SilaTy U
)Y'u cure outlined In the prececing sib-
f‘c‘?,a'l
!") in? mt tutiomal 50:‘-::
Tre gTintee o prove ¢ontractd -
toticn may wish to devel 'J:J an n:.":e'

ment with coopergting institution: to
rr=ovide fer an  Iostitutional Review

TRord with representatives {rom cuns-

erzling institutions. Representatives of
co~perating nstifutions mayv L2
ointed £5 ad hos siembers of thegrants

or contracting i':s'.:t‘ut on's existing Ine
stituticnal Reviewr Beard or, if cotners
ating is on & !rect:cnt ©r cont
basis, gs between a2 medical schoee! or
2 greun of afiliaied hespilals, ernzoing
mernts forexlended periods inny be mace.
All such cooperstive arrangements must
ke approved by ERDA as part of 2 gin-
e-ll gssurarnce, or AS on LMendnEnt W0
apreneszl assurance.

(o) Irfr.::.-! ors with specicl c.::xr
ences, VWhile recponability for init.al
continuing review necessarily liss
the rrentee or prime contracling |
tution. ERDA may clso requite &
essurante from Liose cooncrating
tutions having tmmedicte respons
for subiects. I the cooperating in
tion hies on flle with ERDA an angoovsd
general assurance, the grontee or nrirme

10810490
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cantrac ar el renteet the cnoperating

carttunia L ezt it o gteg e nd-
e—‘l‘ . '}‘(" ot Lem

oo Act W 1\‘..‘
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araust el e vy
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grant='coor pm

tornl B

couper

conzurz ol t Ce

oy, U tae codpeT 2]

ro: Xave e aporeved gen eral arsuLanene
, fil2 w3th ERDA, it must subm:t to

ERDﬁ. a grvaeral or special essu-ance

wnich S o'»tcrmln"d by ER D% to comply

1 'n.‘\ep'ov iansof 1‘1..

§7-$5.l1 ~Imetizational new .drez 30-

. day drluy requirement,

“X'heosean institution is required to pre-
pare or to submii a ceriification under
t§745.11, 74512, 745.12, or 745.14, and
the application or preposal involves an
investigational new drug wthin the
meanirz of The rFocd, Drug, end Cus-
metic Act, the drug <‘-'11 b2 identifed

in tha certification, torathier with a star -
m!"t tzat the 30-day deiz y required by
21 CFR 317.1(a)(2) hx <e ssed and e

Foxd erd Drug Admin:isira.ion has not,
pr:..r to exoiration ef suh 30 car inter-
vol, requested taat the sponisor coniinue
to nithiheid ar tg re-trict vse of the ciun
in nuizaii subgects: erthat the Food and
Dru~ Administraticn hes waived the 3%-
Guy Ceiay regu:remean’, preovided, hovw-
ever, that in tiiose caes in wrnicly the
3C-cay Ceiav Intsmval has peltaer expired
nor been walted, £ slutement shz2ll be
forwurded to ERDA vzcn such expir-
L.on, er upen rreeiny of & waiver. Ko eer-
t:7ecazion sholl Le ronsiidered aeceptatle
unl such statement has been receiveg.

§ 743.12  Inuiturion’s crrcutive respone
sibility,  ° .
SpeziSc executive fun-tions o be con-
€ucied by the institu:is:n inciude pllicy
de"e‘np'ﬁc:t and promuicaton and cin-
: s;trmu o0 e narsonnel. An-
tn'e ge-istznce znd
[ Yogaloto} 41 Lh._‘.; '.,p rroviced dor tne oards
functions, Inipiemeniauen ol the 2oarce’s
recommencations <hroich aporopsiate
admirictrative actich #nd follav - -upisa
conc:.lsn of TRDA apsroval ¢l e, aosur-
ce. Bourd aprrovals javarable acl:c-;*.s_
a"(_ resemmensztions are subicent to re-
view 2ad to dirovsonal o further ro-
strictian by the :"<.1tu:|on oziais,
Pozrd ciseporeovals, restrictions, o ccn-
citions cannot Le re~omdud or renioved
excen: by ection of 2 Bcard de <r'x‘-cd in
the sesurance approsed by ER
§ 745.19
l;.alily.
(2) Cepies of 2il doc
or reGuived for matinl
Vi by the Imstitutic:..! R LBaord,
anrd documents such o3 Poord munnutes,
records of waeLLs consont, transnitials
on nclisns, .15111.;1:;:*.:. and coditions
resulting from Board doliberaticns ad-
crocsed to the cetivity directar. ace to pe

relainied by the instirution permanently
iees permicsion is ohtalned from the
Acdministralor 10 Celtrey peCific reeerds.

Tustitmion™s record~: confidens

NO. 231 —-TL%
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coervise provilded
T in the ~ecerds -

ln wCluire

(by Eice,.t ac
Jar, iuiorm ol
Feeoyor, o0
nection vy

Ca

reowhaeh
b oldentie
vl he
(1) wih o
b degally cukes
(2, az 7247 L
rm::rt.‘ntor the.rm
et under Uy past.
5733.20 lLeposts.
Each instutica =ith an apoproved
rurircee chail provide the Adminisrr
with such re~ar; end other Informe

N

24 nds re oo

as the Adponosirator may, fich U
time, prasimbe. -
4 715.21  Early trn:ninnt.'-on of mws

evaivation of subsequent applian
and prupocali.

f2) If in Lr.e Juizment cf the AZ:
i§trawr. an inetittticn has feiled o
rially lo comply v:th the terms of
policy with respect to & particular E;
&gTeer<nt, he may requ:rz that
ag-eemant bte terminatel or susne:

in the manner presorited in zppl
r-»f".;iati-::".s

) In evaluatizg-applications cr
Ff‘s is for sug :m, { ectivit! : ce

¥y this pire e A lvnsinw:
1:.0 vecoun in 233ten t- ..l [«
gibility re emers en2 pr 0‘
teric, such fznters as: (1) VWrn.
af.ziizant
£ terminatizn

.n

cr oZzrer has boen s.xt,l.

T EUsSpension unssr

fraph (a) of t.':is sect:o'a (z)

the applizzze, offeror, or the v
would direcs th2 ceian .ﬁc *'1:'. teor
aspects of 2 retiviLy hag, in the |

mernt of the Admnistoztss, fafied s
rially to miccarce kis, ner, o it T
sibility for U2 protecinn of
and wellare o!f sudjwcts I nic, her,
tdare (whelner or 538 TTIDA Junus
inveived, ard (2 YWhetas:r, i ers
drfziencies heve exl't*d in z:
such recponsibilcy, ad-guate stex:
ia trejus st ':'_' tre Anmine

beentazentoel.minate these oot

$5.22 Conditivu-.

Th» Adrinjstrator mo v, th oo
to any apreement 0: any c.2ss c!
ments impcese adzitienalconditie
to or at the Lme o‘ 2ny avward o
m' judgment suza concditians arz2

sary forthe proiation oIh"*aa.-_.

IF2 Doc 75-221%8 Filed 11-23-7C:8.4°

Title 12—Banks and Canking
CHAPTER —COV¥>TROLLER DF THL
RENCY, DEPARTMENT OF THE TREA
PART §—OQISCRIPTICIH OF OFrF:
PROCEDURES, PUSBLIC INFORMA
kevision of List ef Forms Currentiy
This amendment {s lssued vuds
thorily of the Natlonal Bunlz 2
US.C.1¢ctseq. ru.-s'.:;nt [ AN %
ment of 5 7S C. 532 that each ¢
puhlish f12 the Froraar FircisTer G
t:o.xs of zgeney forms and instru
which are available to ard vt .c‘x T
oblained by tie public. The am

-l
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Arnex & CVs of prusent Committee membor.

CV's -~ OPAU/ORNL Committee oi. Human Studies 10/14/76
Name: rould A, Andrews

Pusition:

Schacol:

Licensure: ennessee

Bcards: Internal Medicine, Nuclear Medicine

Memberships: Society for Experirental Biology and Medicine
American Association for Cancer Research
Anmerican Thyroid Association
Society of Nuclear Medicine
Southern Society for Clinical Research
American Medical Association
American Association for the Advancement of Science
American Federation for Clinical Research
Fellow, Anmerican College of Physicians
Anerican Socjety of Hematology (1968)

Health Physics Society, East Tennessee Chapter
Tennessee Academy of Science
Tennessee Blood Club

Vere: A. Bertrand Brill
Position: Associate Professor of Medicine and Radiology,
Vanderbilt School of Medicine

School:

Licensure: ennesseeg
Merberships: American Association for the Advancement of Science
Society of Nuclear Medicine
Radiation Research Society
Ararican Thyroid Association
Other Indication of Eiperience and Competence:
Madical Director, Division of Radiclorical Hazlth,
U.S. Public Health Service, 1957-1964, Rockville, Md.

Name: Donald W. Goodwin
Position: Minister, Uni el-on~the-Hill
School:

Memberships: inisterial Standing, United Church of Christ
Additional Information:
Member of various boards which change from time to time
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Nane:
Position:
Schecl:
Licensure: cnaessee
“emberships: Roane-Anderson County Medi-nal Society
Tennessce Madicail Association
American Medical Association

Name: Melvin E. Kooans
Position: Executive Assistant to President, Union Carbide

ion Nuclear Division
School:
Admitted to a o aw:

North Dakota 1961; Tennessee 1964; Federal District Court,
North Dakota 1961; East Tennessee 1964; U. S. Supreme Court,
1966
Memberships: American Bar Association
Public Contracts Section
Federal Bar Association
Government Contracts Committee
R & D Contracts Subcommittee
Tennessee Bar Association
North Dakota Bar Association. Ward County

Name: Robert Lange
Position: Research Professor; Assistant Director, University of
Tennessee Memori earch Center

School:

Licensure: ennessee, Minnesota, Missouri, Georgia
Board: Internal Medicine
Memberships: American Association for the Advancement of Science
American Medical Association )
Vrnoxville Academy of Mediciane
Southern Society of Research
Central Society of Clinical Research
Anerican College of Physicians
International Society of Hematology

s

Name: Michael Scott Lawyer
Position:
School:
Admissions: 1ssissippi, 1970; U. S. District Court, Northern District
of Mississippi, 1970
. S. Court of Military Appeals, 1971
. S. Tax Court, 1975
. S. Court of Claims, 1975
. S. Supreme Court, 1975
Memberships: TFederal Bar Association
Government Contracts and Administrative Law Committees
Mississippi Bar Association

cocaa

1081092



N

Name:
Pesition:
School:

Liccusure:
Board:

Memberships

Name:
Position:

School:

Licensure:
Memberships:

Nanme:
Position:
School:
Memberships:

Name:
Position:

School:
Licensure:
Boards:
Memberships:

1081093

Thomas A. Linceln

Di Health Division, Oak Ridae National Laborator

lerpessce, Minnesota

Amevican Board of Preventive Medicine, by examination,
June 5, 1963

Fellow Industrial Medical Association

Past President, Tenn. Industrial Medical Association

American Academy of Occupational Medicine

Azerican Medical Acsociation

Past President, Roane-Anderson County Medical Society

Treasurer, Board of Directors, Oak Ridge Regional Mental
Health Center

Clarence C. Lushbaugh

Chairman, Medical and Health Sciences Division

Director, Radiation Emergency Assistance Center/
Training Site (REAC

ennessee

American Association for the Advancement of Science
American Society for Experimental Pathology
Associated Researchers and Clinicians in Cancer
Society for Experimental Biology and Medicine
Health Physics Society

Radiation Research Society i
Society of Nuclear Medicine
American Medical Society

Tennessee State Medical Society

John B. Storer
Director, Biology Division jdge National Laboratory

ssociation for Cancer Research
American Society for Evperimental Pathology
Radiation Research Society - .
Society for Experimental Biology and Medicine
National Council on Radiation Protection and Measurerments

Joan B. Woods
Psychiatrist, Veterans Administration Hospital,

Murfreesboro, Teanesce
Il!!!!!!!!“ll“ I II IIIIIIl

American Bcard of Psychiatry and Neurology
American Psychiatric Association
American Medical Association and Subsidiaries
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Mezberships:
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Fdvthalena Termplkins
Chvist Unideniclozist, ORLY

ATCr1 ealth Association
Society for Epidemiological Research

Society for Occupational and Eavironmental Health
American Thyrovid Society



Anne 5 Summarized Committee assignment:

Comzitrec Mombers an? Their Basnmonsible Area

(On January 1, 1977, the fcllowving membters constituted the Comnittee

and had these sta“ed responsibilities.)

€O
00

0%
Ow

*\

Robert Lange, M.D. (Univ. Tenn.), Chairman, Extramural Representative
Gould A. Andrews, M.D. (ORAU), Secretary

John B. Storer, M.D., 0fficial ORNL Represantative

C. C. Lushbaugh, Ph.D., M.D., Official ORAU Representative

A. Bertrand Brill (Vanderbilt Univ.), Extramural Representative
Melvin E. Koons (UCNC), Lawyer

M. Scott Lawyer (ORAU), Lawyer

Donald W. Goodwin, Ph.D. (United Church, O.R.), Minister

Joan B. Woods, M.D. (VA Hosp., Murfreesboro), Psychiatrist
Thomas A. Lincoln, M.D. (ORNL), Occupational Medicine

Karl F. Hibrer, M.D. (ORAU), Clinical Research

Edvthalena Tompkins, A.B.(ORAl), Epidemiology

(@]
*»* O O

e
1

- Extrazural mamber

- Institutional representative
- Non-M.D. menmber

Woman menber

10810935
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INSTITUTIONAL DIRECTORS
ORAU ORNL
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1
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Annex 7 - Application for approval
Ident. Nc.

APPLICATION FOR TIE USE OF HUMANS AS EXPERIMENTAL SUBJECTS

To: COMMITTEE ON HUMAN STUDIES
Oak Ridge Associated Unlversities and
Oak Ridge National Laboratory

Principal Investigator:

Co-Investigators:

Title of Project:

Use Following Format (Submit Original and 8 Copies)

I. Objectives of Experiment:

(Include statement why experiment must be done in humans, and
expected benefits from the knowledge.)

O. Methods of Procedure:

Brief descriptior of methods, all medications including name and
dose range, pumber and types of sukbjects anticipated, tim: for
single session, total number of sessions, total duration of study,
methods used to screen subjects, etc.

IO. Possible Hazards and their Evaluation:

IV. Radioisotopes and New Drugs

If the study involves radioisotopes, indicate action of the Isotopes
Committee. If new drugs are involved, indicate that appropriate
application to FDA has been made.

See page 2
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Title of Project:

Ident, No.

V. Responsibility of Principal Investigator:

Include statement of your procedures for protecting rights of the
patients and gaining informed consent.

The principal investigator will follow the procedures of the Committec
on Human Studies in obtaining “informed consent' from the subjects
under study. The investigator recognizes that he retains the primary
responsibility for safe-guarding the interests of the participants under
study. Any significant changes in methods of procedure or of the
development of unexpected risks will be brought tc the attention of

the Committeec on Human Studies.,

Starting Date

Signatures: Principal Investigator

Co-Investigator

"

"

DIVISION REVIEW:

The applicuation described above has been reviewed and approved.

Official sigaing for the institution:

Signature

Title

Institution

~ Date

1081098
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LBEDFCAL AT UG Soniievs prvesron Annex 8 Exanple
UAR FLNSE ASSOGTAten UM RO R RN of a typical inforr
0oX Ridae, Teanausou consent form for a

. - specific project
Concent for Erpoviecatal Tost Proj

T authorize the performance vpoa

(rysclf or namz af a;'~~h)
of the folloving test: Phase I radiophanmcceultical tesis o; UI"V’anu‘J—llc

for prucreas visualization.

ihe nature and purpose of the test, the risks iunvolved, and the pessi-
bilities of comnlications have been esplaincd to m2. I understzad that this

“test is not a .treatient for my disorder nor is it being done primarily for
my benefit, rather that the test is for cxperimeatal puwrposes. Turther,

- I uaderstand that aay informstion gained frou doiag this test becoaes the
property of ORAU and may be published in the scieatific literature at tha
discretion of the staff of the Medical and lHealth Sc1cnces Division, Oak -

" Ridge Associzated Universities.

DATE .

(Patieat or parson auti:orized to consent for

patiecnt) '
WITNESS: - -
. I have talked with ' about the proposed

test tu be givea including the followdirng:

1. This is a new radioactive drugz: DL—Valinc—l—}lc

2. The drug contains the radioactive isotope 11C and an orgaaic chemical in
quantities much. less than those veguired to produce aay neasurable chemicol
effect in the body. Patient should feel no effect from the drue.

3. Tne xadiation dose will be approxdicately 0.25-0;5 rad to the vhole body.

4. Blood samples (2 wl) will be drawn at intervals dering a period of
' 1-1/2 hours after administration. ' o .

5. Vhole body counts and scans will be made over a 2-hr pexiod. . .

6. The patient may withdrawv [rom the test at any tiuc.

DATE:

Investigator .
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Anpes Y ol roerm S9u

—

£ Cocontract Ulrerron ]
DEPARTHENT OF HHEALTH, COUCATICN, AND WELFARE . L GRANT 1 CONTRAC ] L FELLOw —J OTHER

T T pEnEwAl ™ . .

PROTECTION OF HUMAN SUBJECTS -] NPEPW 1[5‘ ‘\’;LNE:"‘C;F "o CO'N;*E*%U*IT'OA-
- - - \ A LICATIOMN IDENHTIFICATION NUItA {{ knoun
ASSURANCE-CERTIFICATION DECLARATICN i knowm)

( = e DFciesrs  (Doeswsiy | mmimmeem mmemeee o e
STATHVENT OF POLICY: Suter ool tre palts and wy ture of subiects ot ninloan aceviti s wppesie s uriler fleants and con-
;fu.\ st DHEW as pamanly the reepons Sy ¢f th o ttetinn whioh recerye § e 8 uscountuble t UHEW 10 the fros 23
avarlri for the suspurt af the activite, In orger (o prov- £ fur the ade 00 s chacte of s sttt tonal rrspoas biliv, 1t is the

policy of DNIEW tat nu activily involviad Suman sudiect. o be surnorted Ly U.’IL-'“J Prasiti o1 sontracty shall be unddrtyiion urless
the Ins:.tetional Review Board has reviaved urd approved such activity, and the in.ttulicn hus submiited to DHEW 8 certifica-
tion of such review and approval, 1n accordance with the rzqutcements of Public Loaw 95-318, as umplerented by Part 46 of Title
45 af thy Cude of Foderal Regulatians, as amen led, (45 CFI 4. Aviministr.tion of tre DHIW poliy and repulation is the re.
spunsiuility ot tne Sffice for Protection froa Research wiuks, Natioral Instiictes of realin, cethesda, Mg 20014,

1. TITLE OF PROPOSAL OR ACTIVITY

2. PRINCIPAL INVESTIGATOR/ACTIVITY DIRECTOR,/FELLOW

3. DECLARATION THAT HUMAN SUBJECTS EITHER WOULD OR WOULD NOT BEZ INVCLVED

D A. NOINDIVIDUALS WHO MIGHT BE CONSIDERED HUMAN SUBJECTS, INCLUDING THOSE FROM WHO'4 ORGANS, TISSUES,
FLUIDS, OROTHER MATERIALS WOULD BE DERIVED, OR WHO COULD BE IDENTIFITZD 3Y PERSONAL DATA, wOULD BE
INVOLVED IN THE PROPOSED ACZTIVITY. [IF NO HUMAKN SUBJECTS WOULD BE INVOLVED, CHECK THI3 BOX AND PRO-

CEED TO ITEM 7. PPOPOSALS DETERMINED BY THE AGENCY TO INVOLVE HUMAN SUBJECTS WiLL BE RETURNED.)

D B. HUMAN SUSJECTS WOULD 82 !NVOLVED in THE FROPOSED ACTIVITY AS EITHER: ] NONE OF THE FOLLOWING, OR
INCLUDING: [CJMINORS, [ FETUSES, [ ABORTUSES, [ PRESNANT WOMEN, [T) PRISONERS, [ ) MENTALLY
RETAROED, ([ JMENTALLY DISABLED. UNCER SECTION 6. COCPERATING INSTITUTIONS, O% REVEFSE OF THIS FORM,
GIVE NAME OF INSTITUTION AND NAME ANO ACDRESS OF OF FICIALIS) AUTHORIZING ACCESS TO ANY SUBJECTS IN
FACILITIES NOT UNDER DIRECT CONTROL OF THE APPLICANT ORR OFFERING INSTITUTION,

4. DF.ZLARATION OF ASSURANCE STATUS/CERTIFICATION OF REVIEW

(DA. THIS INSTITUTION HAS NOT PREVIDUSLY FILED AN ASSURANCE AND ASSURANCE IMPLEUYENTINS PROCEDUPES FOR THE
PRITECTION OF HUMAN SUBJEZTS WITH THE CHEW THRAT APPLIES TO THIS APPLICATION OR ACTIVITY. ASZURANCE 13
HEHESBY GIVEN THAT THIS INSTITUTISN WILL COMPLY WITH REQUIREMENTS OF NHEW Repularion 45 CFR 46, THAT IT HAS
ESTADLISHED AN INSTITUTIONAL REVIEW BOARD FOR THE PROTECTION CF HUMAN SUCJECTS AND, WHEM REQUESTED,
WILL SUBMIT TO DHEW DOCUMENTATION AND CERTIFICATION OF SUCH REVIEWS AND PROCEDURES AS MAY SE RE-
CJIRED FCR IMPLEMENTATION OF THIS ASSURANCE FOR THE PROPOSED PROCECT OR ACTIVITY,

D B. THIS INSTITUTICON HAS AN APPROVED GENERAL ASSURANCE (DHEW ASSURANCE NUMBER JSR AN ACTIVE
SPEC!AL ASSURANCE FOR THIS ONGOINS ACTiVITY, ON FILE WITH DHEW. THE SiGNER CERTIFIES THAT ALL ACTIVITIES
IN T APPLICTATION PROPCI 4G TI INVOL VL HUMAN SUJJECTS FAVE UEIN ROVITAID AND APPROVED Br THIS
INSTITUTION'S INSTITUTIONAL REVIEAN BOARD I8 A CONVENED MESTING ON THL DATE QF IN ACCORDANCE
WiTh THE REQUIREMENTS OF THE Code ¢! Federal Reyulations on Protection of Huran Subjects (45 CFR 46). THIS CERTIFICA-
TION INCLUDES, WHEN APPLICABLE, REQUIREMINTS FUP CERTIFYING FDA STATUS FOR CACH INVESTIGATIONAL NEW
CRUS TO BE USED (SEE REVERSE SIDE OF THIS FORM).

THE;NSTITUTIONAL REVIEW BOARD HAS DETERMINED, AND THE INSTITUT!ONAL CFFICIAL SIGNING BELOW CONCURS
THAT:

EITHER [[]HUMAN SUBJECTS WILL NOT BE AT RISK; OR "] HUMAN SUBJECTS WILL BE AT RISK,

S. AND 6. SEE REVERSE SIDE

7. NAME AND ADDRESS OF INSTITUTIGN

8. TITLE OF INSTITUTIONAL OFFICIAL TELEPHONE NUMBER
SIGNATURE OF INSTITUTIONAL OFFICIAL DATE

HEW-595 (Rev. 4-15)
ENCLOSE THIS FORM WITH THE PROPOSAL OR RETURN IT TO REQUESTING AGENCY.
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REVIZW AND ACTIC™

ORAU/ORNL Conunittee on Human Studie

Princip:l Iavestigator ‘ unt. No,

Projzci Title

1. In the opition of this committce the risks to the rights ard welfare of
the subjects in this project or activity are:

The committee states that adequate safeguards against these risks
have been provided.

2, In the opinion of the committee the potential benefits of this activity
to the subjects outweigh any probable risks. This opinion is justified
by the following reasons:

(‘ 3. In the opinion of the committee the following inform=d consent pro-
cedures will be adequate ard appropriate:

4, The commitiee seeks continuing communication with the investi-
gator(s) on this proj=ct along the following lines:

5. Other committee comments:
7
Approve Chairmaa of Committee
Disapprove
Q\ Date

1081101
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DOE F 1325.10

JUL 21 1880

Union Carbide Corporation

Nuclear Division

ATTN: ODr. Hermaa Postma, Director
Oak Ridge National Laboratory

Post Office Box X

Oak Ridge, Tennessee 37830

Gentlemen:
ORNL HUMAN USE EXPERIMENTAL PROCEDURES

We have recently been contacted by the Office for Protection from Research
Risks in the Office of the Director of NIH concerning the exposure of one
or more ORNL employees to 12-0O-tetrodecanoyl phorbol 13-scetate (TPA) in
the spring of 1979. This incidence 1s viewed by ORO with comsiderable con-
cern for several reasons:

1. It indicates that the ORNL procedures for human use experiments
are either inadequate, not being followed, or that ORNL employ-
@S are not aware of them.

In response to an inquiry from the National Cancer Institutse, ORNL
acknowledged by letter of February 28, 1980, that an exposure did
occur. The ORNL response also indicated that the "in vitro studfes
using TPA are not associated with my NIH grant or my NIH contract
but rather with Department of Energy funding." This statement
implies that DOE would condone such activities. On the contrary,
the Department of Energy imposes the same requirements as does
NIH. In any case, the source of funding is immaterial since NCI
work at ORNL is conducted for DOE under the DOE/UCC-ND contract.

The concern by NCI was raised some months ago yet we are unaware
of any steps taken by ORNL to prevent recurrénces. . Moreover,.”
ORO became aware of the February 28 ORNL letter to NCI omly when
requestad by the Office for Protection from Research Risks to

5@[(,4-
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DOE F 1325.10
{7-79)

Union Carbide Corporation

obtain a more responsive attitude from ORNL. This cannot be
considered a program matter and ORNL should have involved ORO
at an early date.

In order that we may be assured that ORNL practices and procedures coa-
cerning research involving human subjects may reasonably be expected
:o pm‘nnt such occurrences in the future, we need the following in-
ormation:

(1) Confirmation from ORML of the reported incident including whether
formal {nstitutional review of the activities took p‘laeo and, if
30, results of the review.

(2) If there was no prier approval, a report of any followmsp or cor-

rective actions taken by ORNL including measures to prevent the

occurrence of similar incidents.

A copy of the ORNL procedures and policies regarding review of

proposed research involving human subjects and what has been dons
or is planned to assure understanding
policy on the part of individuals conducting research at ORM..

Your response to the above is requested by August 15, 1980.

(3)

Sincerely,

Original Signed by
Joseph A. Lenhard
Joseph A. Lenhard
Assistant Mamager for Energy

ER-13:WRB Research and Developmeat
ce: R. F. H‘bbs. m-m
B SS ! JR bR 080
LOB 2rnznCA BED
OLLICE Ok V22Ll-NCH'
1081103
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DEPAR’ ENT OF HEALTH, EDUCATION .ND WELFARE

2
.
L

June 17, 1980 ety

42, -7009

C. C. Lushbaugh

Medical and Health sciences Division
Oak Ridge Associated Universities
Post Office Box 117

Oak Ridge, Termmessee 37830

Dear Dr. Lushbaugh:

This letter is an official request from the Office far Protection from
Research Risks (OPRR) far an investigation and report concerning the
involvement of individuals as subjects of research that had not been reviewed
and approved by the institutional review board (IRB) at Oak Ridge Katicnal
Laboratories. The incidents are described in the enclosed report to

Dr. Thaddeus J. Domanski of the National Cancexr Institute.

The General Assurance of Oak Ridge Associated Universities (G01716) with
the Department requires review and approval of all research activities
that involve human subjects conducted at or supported by Oak Pidge
National Laboratories. The activities of Dr. Thamas J. Slaga and his
colleaques, described in the enclosed letter, in applying
12-0~tetradecancylphorbal-13-acetate (TPA) to themselves, were reguired
to be reviewed and approved in advance by the IRB.

This office requests information on the following points:

1. oconfirmation from the institution of the reported incidents,
including whether or not IRB review of the activities took
place, and if so, mimutes of the review;

2. in the event that there had been no prior IRB approval, a
report of any follow-up or corrective action taken by the
institution, including measures to prevent the recurrence of
similar incidents;

3. a statement of the institutional policy regarding IRB review
of such activities and what is being done administratively to

insure understanding of, and campliance with, the policy on
the part of researchers; -

1081104
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DEPARTMI ~ OF HEALTH. EDUCATION, A WELFARE

Page 2 - C. C. Lushbaugh

( 4. how the current institutional policies regarding use and handling
of knowm carcinogenic and other hazardous materials adequately cover
research involving human subjects.

The enclosed letter to NCI states that the incidents were connected with

research supported by the Department of Energy. It is important to note

that, in addition to the Department of Health and Human Services reguirement

for IRB review of all research involving human subjects, the Department :
of Energy imposes the same requirements faor research which it supports. i
The Department of Energy may take steps independently of this office to

determine whether Oak Ridge National Laboratories is materially fulfilling

its responsibilities for protection of human subjects.

Thank you for your cooperation in this matter. I look forward to your
rrampt response.

Sincerely yours,

Charles R. MacKay, Ph.D.
Deputy Director

Office for Protection
fram Reserch Risks
Office of the Director

( Enclosure
cc: Dr. Domanski, NCI
Dr. Slaga, ORNL
Dr. Fry, GRL
Dr. Richmond, ORNL
Dr. Herman Postma Ve
Ms. Dianne Gresham:
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O ~K RIDGE NATIONAL LABC..ATORY

OPERATED BY

UNION CARBIDE CORPORATION
NUCLEAR DIVISION

=3 SRR P

POSY OFFICE BOX Y
OAK RIDGE, TENNESSEE 37830

. February 28, 1980

Dr. Thaddeus J. Domanski

Division of Cancer Research, Resources
and Centers

National Cancer Institute

National Institutes of Health

Westwood Building

Bethesda, Maryland 20014

Dear Thad:

In response to your recent telephone inquiry concerning alleged TPA
experiments using human subjects, it is hoped the following explanations
will provide you with sufficient information. I might add that I, too,
received a telephone call, from probably the same individual who contacted
you, accusing me of treating people with TPA. -~

First, I would like to state emphatically that I have never treated
anyone other than myself with the agent, TPA, nor do I have plans to jinitiate
such investigations using human subjects. I did on one occasion in the spring
of 1979 apply a very small amount of TPA to my own skin. This was done
primarily out of curiosity outside the laboratory and after hours. In addition,
four other individuals in my research group also applied a small amount of TPA
to their own skin one time. I neither asked them to do such nor did I apply
the agent. Since TPA had been found to cause inflammation and hyperplasia in
mouse skin, I was interested in determining the effect on human skin especially
since there were reports suggesting TPA might inhibit growth in human cells,
Our laboratory had determined, for example, that TPA inhibited human foreskin
growth in culture. These in vitro studies using TPA are not associated with
my NIH grant or my NIH contract but rather with Department of Energy funding.
Croton oil, the source of TPA, has been and still is, to a certain degree,
used for a variety of reasons on both humans and in veterinary medicine.

I would like to point out that it was suggested that perhaps such studies
on a very small scale were warranted. I therefore applied for permission to
perform such studies using humans and presented the proposed research to our
local Committee for Human Rights which reviews such work. The Committee felt
the proposed investigation had definite scienti{fic merit but opposed the
selection of voluntary laboratory personnel as subjects. They also encouraged

/&0 - /. ,' Mf, /(/ o ‘C' '
3//‘/008 lcla bc's _71:’ ;—/'/c Z:,q;/o;é /nq:'c/c'fv ln-/m)

File Vo1 €P- 20227 /o sl v min') JUN 20 1983 -



February 28, 1980
Page 2

a more extensive investigation than I was interested in pursuing. They
(j asked that I resubmit the proposal although I never did so. I simply never
got around to it, and T must confess I have now lost all interest.

Above all, I must emphasize that this has nothing to do with my NIH
‘grant supported research which concerns polycyclic hydrocarbon metabolism in
mice or my NIH contract which concerns in vitro transformation of mouse
epidermal cells. I am certainly well aware of the NIH rules and regulations
governing research involying human subjects and would never abuse that,

I am indeed sorry this incident has developed to such a point and
sincerely hope it can now be put to rest. Should you desire more information,
please do not hesitate to contact me. In addition, Dr. R. J. M. Fry, Head,
Cancer and Toxicology Program, ORNL and/or Dr. C. R. Richmond, Acting Director,

Biology Division, ORNL are both very familiar with the situation and would
be happy to talk with you.

%éé “Thank you very much.
Sincerely,
— P
Towd HagD
Thomas J. Slaga, Ph.D.
C Senior Staff, ORNL

A,
"y

R. J. M. Fry, M.D. .

Head, Cancer and Toxicology Program
Biology Division, ORNL

_C. R. Richmond, Ph.D.

Acting Director, Biology Division
ORNL

- TdS:ms
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Ident. No. 56

APPLICATION FCR THE USE OF HUMANS AS EXPERIMENTAL SUBJECTS

To: COMMITTEE ON HUMAN STUDIES
Oak Ridze Assoclated Universities and
Oak Ridge National Laboratory
Date: June 7,1979
Principal Investigator: Dr. Thomas J. Slaga

Co-Investigators: Dr. Susan M. Fischer
Dr. Andre Klein-Szanto

Titlé: In Vivo Effects of TPA on Adult Human Skin

I. Objectives of Experiment:

Previous work with 12-O-tetradecanoyl phorbol 1l3-acetate (TPA) has
shown it to be a noncarcinogenic tumor promoting agent on mouse skin.
A recent study on cultured human foreskin epidermis, however, suggests
that this agent may be inactive in humans, although culture effects
can not be ruled out. As differences exist between newborn and adult
mice (in vivo but not in vitro) with respect to TPA activity, it is
necessary to determine whether TPA is active in adult human skin both
in vivo as well as in culture. The data from this study is extremely
important in determining the relevancy of mouse skin tumorigenesis
studies as models for humen carcinogenesis.

IJI. Methods of Procedure

TPA will be applied in acetone in single 10 and 20 ug doses to the
skin on the inside of the lower forearm ( dime size area ) 4 or 2 days
prior to biopsy. Skin punch biopsies (3mm in diameter) of these areas
will be performed by a local dermatologist, Tiovo Rist,M.D. in his
office, using standard procedures including local anethetization and
sutures if needed. The removed tissues will be fixed and processed
for histological examination since the key feature of TPA activity
is local inflammation and hyperplasia. Five volunteers will participate
in this study: All are members of this laboratory and have prior
knowledge and experience with the agent under investigation.

JII. Possible Hazards and their Evaluation

We anticipate no adverse effects other than minor skin irritation
as a result of TPA application. While infection of the biopsied area
is possible, it is unlikely and would be under immediate and constant
care of the dermatologist.

IV. Radioisotopes and New Drugs

This study does not involve the use of radioisotopes in human subjects.
TPA is an ingredient of croton oil which has been used topically as a
counterirritant in veterinary medicine.
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V. Responsibility of Principal Investigator

Copies of this application will be read to each volunteer as will be
the informed ccnsent form, which will be signed by the volunteer and 2
witnesses to assure full understanding of the project. The attending
dermatologist will see to the safety and well-being of the volunteers.
Any changes in methods of procedure or in the develorment of unexpected
risks will be brought to the attention of the Committee on Human S-udies.

Starting Date: To be determined eiﬁij;Q)
Signatures; ,J‘44Z"7“”;)<Q§ Principal Investigator

)dmaMMlcﬂw Co-Investigators
A s e

DIVISON REVIEW:
The application described above has been reviewed and approved

ARncnin 15 o Comrdan o | .wsr—fﬁ;,

Official signing for the institution:

Signature A\ Q,&W
Title [:l)xu Hs}db\_

Institution _ﬁd-e&_u.**_%o« SR N

Date 6/ U,/ 7%
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Oak Ridge National Laboratory
Biclogy Division

CONSENT FOR USE OF TISSUES IN RESEARCH PROJECT

SubJject: Age: Sex:

Date:

I hereby authorize the following procedure:

(1) Application of the agent 12-O-tetradecanoyl phorbol
13-acetate (TPA) to small areas of the skin of the lower
forearm. The dcses to be used are 10 and 20 ug in
acetone.

(2) Removal of a small segment of skin (3mm) from the treated
areas by punch bicpsy will be performed by the dermatologist,
Toivo E. Rist, M.D.

I understand that the above blopsy procedure is a routine diagnostic

procedure commonly used in studies of skin diseases. The risks
involved in these procedures are very minimal.

I have been informed and understand that my consent to be treated as
described above will not present any risks to me.

Signed

Date

The foregoing consent was read, discussed and signed in my presence,
and in my opinion the person so signing did so freely and with full
knowledge and understanding.

Witness Witness

Date Date
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REVIEW AND ACTION

ORAU/ORNL Committee on Human Studies

Principal Investigator Dr. Thomas J. Slaga Ident. No. 56

Project Title _ IN vIVQ EFFECTS QF TPA ON ADILT HIMAN SKIN

Approve

Disapprove

In the op1n10n of this committee the rights and welfare of the
subjects in this project or activity will be protected. The
committee states that adequate safeguards against any untoward
effects have been provided.

In the opinion of the committee the informed consent procedures to
be used in this project will be both appropriate and adequate. The
conmittee also finds that no inappropriate psychological or socio-
logical risks will exist for the subjects involved in this project.

The committee seeks continuing communication with the investigator(s)
on this project along the following lines:

Other committee comments-

The study should not be carried out as designed. If the investigator
s0 desires, the study should be redesigned and resubmitted. A letter
was sent to Dr. Slaga explaining the basis for the disapproval of

the Committee.

X l ﬂ 8 | | ‘| Cha1nnan of Comm1ttég, (
7/27/79

[ a I NP



ORAU-. .L COMMITTEE ON HUMAN STUDIES V ING RECORD

r , Proposal Number and Title #56 1IN VIVO EFFECTS OT TPA ON ADULT HUMAN SKIN
MY
Principal Investigator Dr. Thomas J. Slaga
VOTE OF COMMITTEE
Approve Disapprove Comment Date

WA X 7/27/7%
2. KL 7’7') A 7/27/77

N7/ i~ - / )
4. \TU 1§ [k(D ﬁLN-(/Q’&%&,— X— ,7,.17...7,7 .
5. Wad Tl X el s
6. _/ 7/a< s S Atpaac L 7/27/2 S
A (e E~_ e Z/z z/Z g
8 //&Q%/@Aw o )=22-77

() 9. \' AL L — 7-27-77

10, J
11.
12.
13.
14.
Chairman's statement of Committee coasensus:
EnsSted, o- Je/uw/ atlol ot A QW

é[@/// WM,Z{{7 /Jﬁ //I“Cé&ﬂ/‘é‘ o ¢ —1‘{./'..4«/%/(

7/27/77
Acknowledgment of submitter:
% L7 A>Tt J//J/79.
.-

—_ p
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UNION UNION CARBIDE CORPORATION
CARBIDE NUCLEAR DIVISION

P.0. BOX X, OAK RIDGE, TENNESSEE 37830

¥s, Dianne Gresham, Secretary
ORAU/ORNL Human Studies Committee
Oak Ridge Associated Universities
Medical and Health Sciences Division
Oak Ridge, Tenn., 37830

Dear Dianne:
I am sorry I will be unable to attend the committee meeting on Friday.

I have reviewed the proposal on "In Vivo Effects of TPA ‘on Adult Human
Skin" (do. 56) and would like to have my vote recorded in favor of
the experiments.

Sincerely,
Ruby A. Miller

Assistant Director
Public Relations

1081113



Oak Ridge v Medical and
Associated Post Office Box 117 Health Sciences
Universities QOak Ridge, Tennessee 37330 Division

(615) 576-3098

February 21, 1980

Dr. Thomas J. Slaga
Biology Division
ORNL

P, 0. Box Y

Oak Ridge, TN 37830

Dear Dr. Slaga:

I am enclosing a copy of a letter sent to you in August from
Dr. Lange notifying you of the ORAU/ORNL Committee on Human
Studies' findings at their July 27, 1979, meeting.

It is with regards to this letter that the attached copy of
the voting form is to be signed by you. Please return it to me
in the enclosed, self-addressed envelope at your earliest con-
venience for the purposes of keeping our records updated.

Your assistance and cooperation will be appreciated.

Sincerely,
Aiener ol ar
Dianne Gresham, Secretary
ORAU/ORNL Committee on Human
Studies
dg

Enclosures: 3
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1924 ALCDA HIGHWAY
KNOXVILLE, TENNESSEE 373920

OFEFICE OF THE CHAIRMAN AND QIRECTDRA
{615) 971-376S

C THE UNIVERSITY CF TENNESSEE
MEMORIAL RESEARCH CENTER

CEDARTMVMENT TF MEDICAL SICLCEY

August 13, 1979

Dr. Thomas J. Slaga
Biology Division

ORNL

P. 0. Box Y

Oak Ridge, TN 37830

Dear Dr. Slaga:

The Human Participation Committee appreciated the time you
took to discuss your project "In Vivo Effects of TPA on Adult Human
Skin." Although the project was thought to be meritorious, there
were some questions regarding the selection of subjects and the
consent form. The committee voted not to approve the project at
this time, but would be willing to reconsider a revised proposal.

I hope you will see your way clear to resubmit.

(; Sincerely,
S

Robert D. Lange; M.D.
Chairman

nhp
¢c: Ms. Dianne Gresham
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basis of safety and health.

Attention has been focused on the
issue recently since OSHA cited Ameri-
can Cyanamid on charges of forci_n;:
female employees at onc unit of its
Willow Island, W.Va, plant to choose
between their jobs and their child-bear-
ing capability. The company has pro-
tested the ruling (CW, Jan. 9, p. 22).

The proposed guidelines would give
the employer the opportunity to submit
information or conduct studies to prove
that certain women should be treated
differently for health reasons and that
men’s health is not affected by similar
exposure.

For example, employers who want to
determine the reproductive effects of a
particular exposure on pregnant females
would also have to study nonpregnant
females and males. The agencies said
they recognize that temporary policies
might have to be adopted, but only after
other alternatives have been considered
and the policy is tailored specifically for
the group affected and provides for
research on possible health effects to
other workers. The research would have
to be completed within two years. Firms
without the resources for the research,
the proposal adds, could ask OSHA to
carry it out.

Written comments on the proposed
guidelines must be received by EEOC by
June 2. O

Stauffer cited for air
poilution violation

An emission from Staufler Chemi-
cals’s Manchester plant in Houston last
week caused 53 persons to seek hospital
treatment. Fire Dept. officials identified
the substance spewed from the plant's
No. 8 stack as sulfur dioxide, a nontoxic
irritant, but Staufler representatives at
the plant would neither confirm nor
deny the identification.

Eilwood Lentz, senior vice-president
for the company's Southwest regional
office, blumed employees who failed to
report a jammed air-control valve on the
furnace.

The incident took place shortly before
6 p.m. on Feh. 5, and amounted to a
“pufl of smoke” that drifted from the
stack and dissipated minutes later.
Eugene New, an enforcement officer for
Houston's lealth Dept., was unable to
reach management at the plant to deter-
v+ e the cause, and issued Staufler a
citation for air pollution. Violations
carry a maximum fine of $1,000. The
company has 10 days to answer. 8|

10811150
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NIH probes tumor’
testing at Oak Ridge

Several Union Carhide employces at
Oak Ridge National Laboratory are
suspected of having tested a potent
tumor promoter on themselves without
authorization. An inquiry is under way
by the National Institutes of Health to
determine whether the suspected testing
violated the lab's agreement to use
federal grant money in conformity with
NIH’s guidelines for research with
human subjects.

Chester Richmond, acting director of
the Biology Division at Oak Ridge, says
that it is his understanding that about a
year ago, researcher Thomas J. Slaga

- and “several individuals” believed to be

co-workers in Slaga’s lab, applied 12-
O-tetradecanoylphorbol-13-acetate to
their skin. Richmond asserts that Slaga
and the others applied the compound to
themselves, not to each other, and that
they did so outside the laboratory, on
their own time, and without any authori-
zation from Oak Ridge. A tumor
promoter, such as the compound in ques-
tion, induces tumor formation when
acting in conjunction with a carcinogen.

Slaga told CW he applied the tumor
promoter to himself, and that some
other people in the lab applied it to
themselves. Slaga said that the com-
pound has opposite effects on mice and
human cells irn vitro. “I was just very
curious to see if it would produce a little
welt on the skin,” he said. “I look at it as
absolutely nothing.” Co-workers in the
same lab as Slaga declined comment.

C.C. Lushbaugh, chairman of the
Medical and Health Sciences Division at
Oak Ridge Assnciated Universities and a
member of Oak Ridge’s board that
reviews human-subject research propos-
als, says Slaga submitted a proposal to
the committee on June 7, 1979, to allow
him to experiment on human subjects
with the tumor promoter. His request
was discussed, but denied, at the July 27,
1979 meeting. The committee suprested
that Slaga revise his proposal. Slaga’s
formal request apparently came several
months after -the human testing al-
legedly occurred.

Charles MacKay, deputy director of the
Office for Protection From Research
Risks at NIH, says his uffice has no record
that Slaga’s research was to involve
human subjects.
7~ Slaga is working under a grant from
\the National Cancer in:titute to test the
-tumor promoter on mice as part of a
larger research projuct. On Jan. 21,
NiU's program officer, Thaddeus Do-

S o
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manski, told Slapa to submit, as soor as
possible, a written statement testifying
that the alleged use of the tumor
promoter on humans had nothing to do
with the grant. The statement must be
sivned by Slaga and the Oak Ridge
administrator for government grants.
Slaga said he has sent the letter to NIH.

Oak Ridge National Lab is owned by
the federal government and operated by
Union Carbide, which employs the work-
ers at the lab. Both the lab and Union
Carbide abide by NIH guidelines for
experimentation with human subjects.
Oak Ridge has an agreement with NIH
that stipulates that all human-subject
research proposals first will be cleared
through an institutional review board at
the lab. Proposals are then reviewed for
approval at NIH. 0

New EPA rules aim at
particulate emissions

‘New ammonium sulfate plants would
have to remove up to 99.9% of their
particulate emissions under rules pro-
posed by the Environmental Protection
Agency. .

The proposed rules would require
venturi scrubbing or fabric filtration to
control particulates. The EPA ‘estimates
that the capital costs would add less
than 0.01% to the wholesale price of
ammonium sulfate.

In spite of the relatively low cost, the
EPA estimates that the rules would
reduce particulates from ammonium sul-
fate dryers from 737 tons/year, the
amount estimated for 1985 if no federal
rules were established, to 144 tons/year.
Compliance would amount to an 80%
reduction of particulate emissions under
a state implementation plan.

The proposed rules would limit ex-
haust emissions from the dryers to 0.15
kilogram of particulate matter per

/ megagram of ammonium sulfate. The

rules would require continuous monitor-
ing of the pressure drop across the
control system to ensure proper opera-
tion and maintenance.

The rules would apply to new, modi-
fied and reconstructed ammonium gul-
fate dryers at caprolactam by-produit
ammonium sulfate plants, synthetic am-
monium sulfate plants, and coke oven
by-product ammonium sulfate plants.

EPA puts the compliance cost for the
ammonium sulfate industry at about $§1
million/year by 1985. Annyalized cost to
the industry in the fifth year would
amount to $500,000. The rules are open
for comment until April 5. 0
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basis of safety and health.

Attention has been focused on the
issue recently since OSHA cited Ameri-
can Cyanamid on charges of forcing
female employees at one unit of its
Willow Island, W.Va, plant to choose
between their jobs and their child-bear-
ing capability. The company has pro-
tested the ruling (CW, Jan. 9, p. 22).

The proposed guidelines would give
the employer the opportunity to submit
information or conduct studies to prove
that certain women should be treated
differently for health reasons and that
men’s health is not affected by similar
exposure.

For example, employers who want to
determine the reproductive effects of a
particular exposure on pregnant females
would also have to study nonpregnant
females and males. The agencies said
they recognize that temporary policies
might have to be adopted, but only after
other alternatives have been considered
and the policy is tailored specifically for
the group affected and provides for
research on possibie health effects to
other workers. The research would have
to be completed within two years. Firms
without the resources for the research,
the proposal adds, could ask OSHA to
carry it out.

Written comments on the proposed
guidelines must be received by EEOC by
June 2. O

Stauffer cited for air
pollution violation

An emission from Stauffer Chemi-
cals's Manchester plant in Houston last
week caused 53 persons to seek hospital
treatment. Fire Dept. officials identified
the substance spewed from the plant's
No. 8 stack as sulfur dioxide, a nontoxic
irritant, but Stauffer representatives at
the plant would neither confirm nor
deny the identification.

Elwood Lentz, senior vice-president
for the company’s Southwest regional
office, blamed employees who failed to
report a jammed air-control valve on the
furnace.

The incident took place shortly before
6 p.m. on Feb. 5 and amounted to a
“puff of smoke” that drifted from the
stack and dissipated minutes later.
Eugene New, an enforcement officer for
Houston'’s Health Dept., was unable to
reach management at the plant to deter-
mine the cause, and issued Stauffer a
citation for air pollution. Violations
carry a maximum fine of $1,000. The
company has. 10 davs.to.answer. O
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NIH probes tumor
testing at Oak Ridge

Several Union Carbide employees at
Oak Ridge National Laboratory are
suspected of having tested a potent
tumor promoter on themselves without
authorization. An inquiry is under way
by the National Institutes of Health to
determine whether the suspected testing
violated the lab's agreement to use
federal grant money in conformity with
NIH’s guidelines for research with
human subjects.

Chester Richmond, acting director of
the Biology Division at Oak Ridge, says
that it is his understanding that about a
year ago, researcher Thomas J. Slaga
and “several individuals” believed to be
co-workers in Slaga’s lab, applied 12-
O-tetradecanoylphorbol-13-acetate to
their skin. Richmond asserts that Slaga
and the others applied the compound to
themselves, not to each other, and that
they did so outside the laboratory, on
their own time, and without any authori-
zation from Oak Ridge. A tumor
promoter, such as the compound in ques-
tion, induces tumor formation when
acting in conjunction with a carcinogen.

Slaga told CW he applied the tumor
promoter to himself, and that some
other people in the lab applied it to
themselves. Slaga said that the com-
pound has opposite effects on mice and
human cells in vitro. “I was just very
curious to see if it would produce a little
welt on the skin,” he said. “I look at it as
absolutely nothing.” Co-workers in the
same lab as Slaga declined comment.

C.C. Lushbaugh, chairman of the
Medical and Health Sciences Division at
Oak Ridge Associated Universities and a
member of Oak Ridge's board that
reviews human-subject research propos-
als, says Slaga submitted a proposal to
the committee on June 7, 1979, to allow
him to experiment on human subjects
with the tumor promoter. His request
was discussed, but denied, at the July 27,
1979 meeting. The committee suggested
that Slaga revise his proposal. Slaga’s
formal request apparently came several
months after the human testing al-
legedly occurred.

Charles MacKay, deputy director of the
Office for Protection From Research
Risks at NIH, says his office has no record
that Slaga’s research was to involve
human subjects.

Slaga is working under a grant from
the National Cancer Institute to test the
tumor promoter on mice as part of a
larger research project. On Jan. 21,
NIH's program officer, Thaddeus Do-
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manski, told Slaga to submit, as soon as
possible, a written statement testifying
that the alleged use of the tumor
promoter on humans had nothing to do
with the grant. The statement must be
signed by Slaga and the Oak Ridge
administrator for government grants.
Slaga said he has sent the letter to NIH.

Oak Ridge National Lab is owned by
the federal government and operated by
Union Carbide, which employs the work-
ers at the lab. Both the lab and Union
Carbide abide by NIH guidelines for
experimentation with human subjects.
Oak Ridge has an agreement with NIH
that stipulates that all human-subject
research proposals first will be cleared
through an institutional review board at
the lab. Proposals are then reviewed for
approval at NIH. S |

New EPA rules aim at
particulate emissions

New ammonium sulfate plants would
have to remove up to 99.9% of their
particulate emissions under rules pro-
posed by the Environmental Protection
Agency.

The proposed rules would require
venturi scrubbing or fabric filtration to
control particulates. The EPA estimates
that the capital costs would add less
than 0.01% to the wholesale price of
ammonium sulfate.

In spite of the relatively low cost, the
EPA estimates that the rules would
reduce particulates from ammonium sul-
fate dryers from 737 tons/year, the
amount estimated for 1985 if no federal
rules were established, to 144 tons/year.
Compliance would amount to an 80%
reduction of particulate emissions under
a state implementation plan.

The proposed rules would limit ex-
haust emissions from the dryers to 0.15
kilogram of particulate matter per
megagram of ammonium sulfate. The
rules would require continuous monitor-
ing of the pressure drop across the
control system to ensure proper opera-
tion and maintenance.

The rules would apply to new, modi-
fied and reconstructed ammonium sul-
fate dryers at caprolactam by-product
ammonium sulfate plants, synthetic am-
monium sulfate plants, and coke oven
by-product ammonium sulfate plants.

EPA puts the compliance cost for the
ammonium sulfate industry at about $1
million/year by 1985. Annualized cost to
the industry in the fifth year would
amount to $500,000. The rules are open
for comment until April 5. a
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