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VRMORANDUM TO MR. CORLEY:

The Division of Medical Physics has submitted three proposed forms of

release to be used in connection with patients being treated at Dommer
Laboratery.

As you know the medical cases admitted to medical attention at Donner,
and in some instances actual hospitalization at Cowell for purposes of
clinical investigation, involve very serious medical cases wherein a
majority of the patients are given up as hopeless medical cases by

their regular physician., For example, they recently had a case wherein
the patient was admitted as a hopeless case and was treated by Donner
Laboratory out of research funds of various denors. The patieni's
condition became so grave that even Ponner Laboratery agreed that further
expense and care at Cowell was unwarranted. Steps were taken to have _
the patient returned to his home or his own physician but the p,a'bient'so
family refused to allew the patient to be moved.
that necessary releases were required in order to protect the Ugiversity.

No releases had been obtained, however, and we therefore kept the patient
at Cowell until his death.

May I request, therefore, that the attached proposed releases be%reneweci
by the Attorney for the purpose of giving to Denner Laboratory the:

necessary 1eca.1 protection involving admittance and care of t.hese
unusual medical cases.
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additional -eopy rm& with. your hoepital records, -
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I am a relstive, to wit, I of the

patient who has signed the above ltatomnt and reloase, and I do
hereby approve and join in n.'u! lhtaunt and relsase,
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Kemarendum to rr. J, He #iller:

(5wl
1 em returning ¥r. Saa Souoits letter to you of Hay 27, 190 ﬂ“ffi" e
ond enclosures, which you sent $o me eoncerning the request for approval . v
of rolease forms for the handling of patients at Lthe Dormer Laboratory A
and Cowell Hospital. This propossl brings to 1ight the general mbjest -7
of patiets baing troated st Donner Laboratory and Cowell Hospltel
under our rescarch progrons, it does ssem to me that this important
subject should bs discussed with members of the University staff in
San francisco responaible for the operation ef hospitals and handling of
patients within our medicsl facilities, It is my suggestion that the

activities on the Berkeley Campus be supervised and ooordinated by our
staff in Sen Fronecleoo,

The Undversity Attorney has indicated thst relecse forms of
this type have very little legal significance in avolding claims for
1liatility either against individuals or tho Univeraity. Most'

ie the proper care in the hardling of patients and 4t 4s the bedt E
protection against claims,

Liora:
qpos'
he Banmcfl
Tooh. Permiss
..t be obtar?e

B
o
This matter was [roesonted to thae Coordinating cmmn Pn® ¢
Hedieal Sciences on June 7 end will be a subject for discussion befou
this group at sn early date, In the meentime, it is my moaﬁim that
FOU Tequest the assistance of Mr. Stull md othere at the Kediéal cmt.er

in 3an Franaisoo, t¢ advise in connegtion with the hsndling of: pnuent.a 5
in these two lldings. D3

w

I m sending a copy of tids to the Preeident for h!.n emauon. g

Gopict i Qt

James H. Corley '
Vice-Fresident ~ Business Affairs
Enclosurss

ccs:  President Sproul
Fr. Calkins
s Donald
Dean Rogors
¥r. Stull
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COMMITTEE ON RADIOISOTOPES AND RADIOLOGICAL SAFETY
Policies

(As amended by the Administrative Committee on December 4, 1956)

(1) This Committee is responsible to the Administrative Committee of the
San Francisco Campus and shall report its discussions, decisions, and actions
to them.

(2) The function of this Committee is to examine all aspects of
applications for use of ienizing radiations on the San Franclsce Campus and
to approve or to withhold approval of the project.

(3) Members of the faculties of the schools and colleges on the
San Francisco Campus will be eligible to use ionizing radiation in studie§
other than those involving administration of ionizing radiation to humans
providing the application is accepted on the basis of the other criteria which
this Committee must approve.

(4) When ionizing radiations are to be administered to humans in any
amount for therapéutic or diagnostic purpose, the user must first have the
permission of the Committes,

(5) Projects involving the administration of ionizing radiation to humans
with therapeufic intent or in levels which will achieve therapeutic results must
be under the direction of one trained in therapeutic radiology who is a member

of the Staff in the Department of Radlology.
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COMMITTRE ON RADICISOTUPES AND RADIOLOGICAL SAFETY

The following is to be The Thinking of the Committee, as of Daptemper 10, 1997

and to be Used as s Guide for Considering Requests for the Use of Radlodgotopes in

NSorpal Humspn Volupteers.

The Committee, after mature consideration of an individual radicisotope
applicatio?, is willing to grant permission to use radioisctopes in normal
volunteers, if the experiment passes their judgement, and with the permission
of the normal human voluntee:r.

Each individual investigator is to be personally responsible for establish-

ing whether or not a prospective normal volunteer has ever had previous adminie-

tration of radioisotopes. If he has, that person 1s not to receive further dose

without permission of the Committes,

A voluntser should be used only if he or she has passed the age of 40 years,

or is afflicted with some disease that would shorten his or her life expesctancy.

Farl R, Miller, ¥, D.

Chairman, Committee on the
Use of Redioisotopes and
Radiatlion Safety.
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SAN FRANCISCO T NIVIRSIFY OF CALIFORNIA \IEDICAL CENTER
CNIV RSITY OF ALIFORNIA HOSPITALS
April 14, 1959
John Adams, M. D, -

Chief of Staff
Departmant of Neurocaurgery
University of Callifornia Hospitals

Dear Doctor Adams:

‘Rst  Cotsent Forms for Patients Recsiving
Radiocactive Isotopes

Currently, before administration of radiocsctive lodins
to a patient for purposs of diagnosis or therapy, we are request-
_ing the patient %o sign a consent forx. Initially, thess forms
wers adopted at tha request of the Atomic Energy Commission,

Howsver, 1n rscent ysars, the Atomic Enmergy Commission no longsr
askes such a request.

With the passage of time, the various diagnostic and
therapeutio procsdures vith radicisctopes have tended to becoms
accepted clinical proosdures, and it no longer seems necessary
to single these procedures out to request patient permission.
The sxception would be the rars therapeutic nse of radicisotopes
ia mipors. In general, it would seem dsngerous to continae to

-~ uss thess forms Insswuch as their use implies to the patient scme
unuasual hasard,

. We, thearefcrs, request pernisaiom to discontinue use of
consent forms for procedurss with radioaative isctopes sxsepting

vhers therapy is being so administered to patisnts less than 4
yoars of age,

Sincersly,

'. ' - ' ‘ :{ /¢—~
S // // S /_/4"‘3&_
t&obcr-% S. 8tons, M. D.

Chairman
Departasnt of Radiology
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INFORMATION FOR PATIENTS RECEIVING RADIOIODINE

I A T T

In order to study how your thyroid gland (goiter) is acting,
we need to give you a small amount of radioiodins,

Radioiodine gives off radiations called beta rays apd camma
rays, These rays are like x-raya and too many of them are harmful,
“But thousands of pecple are examined by means of x-rays every day
with no harmful effects, To the best of our knowledge, tha amount
of rediation you will receive will do you no harm,

' ‘We want you to underastand that you are receiving small

quantities of radiation after you drink the solution of radio-

iodine and ask you to sign that you have read and understand this
brief statement.

DO ROT SIGN THIS IF YOU ARE PREGRANT.

Signaturse

Date,

Witneas:
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
PUBLIC HEALTH SERVICE
0G0 ROCKVILLE PIKE
BETHESDA, MD. 20014

July 1, 1966

T0 : Heads of Institutions Receiving Public Health Service Grants
PROM 1 Surgeon General, Public Health Service

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

A58

Bunm
pordals

On February 8, 1966, I issued a policy statement relating to investigaBi
involving human beings including clinical research, pointing out the ghidw
for group review to protect the rights and welfare of the human subjeccs~
involved. The original policy involved only the support of research aad
research traiuing, The application of this policy has been extended tB j
all grants and awards of the Public Health Service in the support of rgﬁ
‘search, training, or demonstretion projects, including the projects SUB-
ported through general research support &nd those of fellows and traineeg.ﬁ
The policy is not applicable to grants in support of comstruction, altera-
tions, removations, or research resources ~-- it is obviocusly applicab1e~:o
the Public Health Service projects using these facilities amd tesource(.

£

39 Jnc-/( 15 uonafdiwod uodn Asgl
224000 {18 WIN{8s ST UDISS I

] i-’l ut

HISCL 30 SAUBIQI B0
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e SuGHN
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Experience gained in adwinistering this policy has led to revision au.d(, g %é
simplification of procedure. The major procedural revision 1s one £or 3‘ ‘é’ g
meking agreements between each grantee imstitution and the Public He;lth = =2
Service which will obviate the necessity for providing detailed assurance i & :

with each application. Attached to this memorandum is a statement of re~

vised policy and procedure (Policy and Procedure Order 129) which has been
issued at my imstructiom.

Tae Public Health Service will continue {ts study of the issues of investi-
gations involving human subjects. As experience shows the need for revised
or augmented policy or procedures, these will be developed, I shall be

pleased to receive suggestions and information from officials and investi-

gators of grantee institutions to assist the Service in the conduct of ita
study.

I trust that these revisions, reflective of the advice I have received
from many of you, will facilitate your discharge of this important obliga~-

tion.
;S i .
Sy Yz
William H. Stewart, M.D.

Attachment

P i s o e i
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¥. 8. Pubifc Hezlth Service i PPO #129, Revised \
sl | -
Division of Resezrch Gv | POLICY }
Betheszda, Maryland 20004 P July 1, 1668
)
SUGJECT wolving HKuman Subjects, incliuding
Reguirements for Review to Insure .
i Weilare of Individuzls ' !
APPLICADILITY : ALl Public Healith Service Grants and Awards |

CTTICTIVI DATE: Immediately

be provided only if the judgment of the investigator: 'J.

IFFISTIVE
SUZIASEDES PPO #1429, February B, 1566 R R N )
e . - o w I X <
PP0 £129 Supplement, 4&pril 7, 1966 LE2RI55 %S ,
- 99 e v Y S X
: o€ & T I g8 i
I. BACKGROUND: oE882922
g3 BF8cg
=N g =
Culm hnr_.*ng several years of study by various Pudblic Health se "1;;&. }&fﬁ ‘g o }
zné advisory groups, the Naticnel Advisccy Health Council passeﬁ tReT 5 9353
L , . . 5 ©Cze
Zollowing resolution on December 3, 1965: o E ER ‘
&g S8w }
"Be It resolved that the Wationmal Advisory Kezalth Cogncil 5 . & 3
- - By - . et . + G AR @
believes thet Public Eealth Service support of clinigal S 5 T
Tesearch and investigation involving human beings shpuld s 2 ;
. - D b1
T3 t
Q
3
= i
g

subject te prior review by his Institutionel associa‘,ek xto: -_? 2 -

essure o incependent determination of the protectiof xof, ol =

the righ:s zac welfzre of the individual or individufli £ 5 ; 53 c i
involved, of the zppropriztenezs of the methods usedite 5% 4 2 & 5
secure 1...0‘..ed consent, znd of the rlska and potent'{al & fs g;
medical benmelits of the investigation." I8 3

IZ. PCLICY:

~he Surgeon General azccepted the resolution of the National Advisory Health
Council and promulgated the following pclicy stztement on February 8, 1966:

"N¢ new, renewzl, or continuztioa research, or research
training grant in support of clinical research and
investigation imvolving human beinge shall be awarded

by the Public Health Service unless the grantee has
indicated in the application the manner in which the
grantee institution will provide prior review of the
judgment of the principal investigetor or program
director by & committee of his institutional associates.
This review should zssure &n independent determinztion:

. (1) of the rights and welfare of the individual or
individuals involved, (2) of the appropriateness of the
methods used to secure informed comsent, and (3) of the
risks and potential medical benefits of the investigation.
A description of the committee of the associates who will
provide the review shall be included in the application."
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RZVISZD POLICY:

con Cioiers”, zhe applicztien of this policy has
: cwasds ol the Public Health Service inm
zininn, or demonsication projects, inciuding
T research support and those of
. The policy is not appliceble to grante in support
erations, reuncvetions, or research Tesources -- it
iczble ©o the PIIS projects using these facilicies and

Tois policy will b2 included im &ll perctiaent grant program policy and
instruction statements, and will be awmong che conditions of award agreed
upon by grantee inziitutions and the Public Heelth Service. The policy

apzlies to 211 investigations imvolving humaz subjects, including clini-
cal

research. ®s35393
L2V Ta
A. assignment of Responsitiiiczy < 2EZ g ‘i &
SLECEF8
X e
Safczuarding the rights and welfare of human subjects invS§§e§_3 2‘?,5
in research support by PIf grants is the responsibility of #hg 2 § 8 i
institution to which the grant is awarded. The institutidng & @ ; =
tust assure the Public Rualth Service that in the case of iﬂ-q g 5;
ves__og-ians znd activities supported directly by the PHS its 2 §<8
will provide group revies &nd decision, maintain survellxanceu § =g
and provide advice for izvestligators on safeguarding the zightﬁ= < 8 3
and welfare of humzn subjects. The institution elso has zﬁg ﬁ‘: &
responsibility to provide wiztever professional attentioniof i3
facilitier may be required for the safety and well-being gfe o %
numan subjects. The instizution ehzalil be responsible for; - ey % o
developing the administrative wechenism for review, Survetigé§ cg,d
end advice; however, the PHS requires that, prior to inceptiof 2 b

18d §82id%s 1w
uy payscda
o) Arergn

cf each course of investigation, objective decisions be m&dg.nng
the three points cited im the Surgeon General's policy statémgng &
(zbove) by an approprizte committee of associates of the in-
vestigator having no vested inrerest in the specific project
involved. The grantee institution may utilize staff, con-
sultants, or both to carry out the review. Any group responsi-
ble for review should possess not only specific scientific com-
petence to comprehend the scientific content of the investiga-
tions reviewed, but zlso other ccmpetencies pertinent to the
judgments thet need to be made.

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

to obtain and keep documentary evidence of informed consent
relating to investigations carried out with the assistance of
PHS financial support.
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3 R
B. Timing of Review
While this policy requires that review be conducted prior to =’ c T
the use of human beings as subjects, there are advantages tp & % g
both the PHS and the grantee in having the review conducted: 3 =
prior to application for PHS support. The PHS encourages t e? @ 3
institution to do so, if the review can be accomplished thh-J =
out causing unreasonable delay in the application process a@d %-
if the application is of the type that normally contains a | > &
reviewable scien:ific protocol, % 3
-
IV. PROCEDURAL REVISIONS ~-- ASSURANCES OF APPLICANIS AND GRANTEES.' s
0 2
Upon issuance of this policy statement, the PHS will require necﬁssary %
assurances from the grantee instltutions which sponsor investigafloﬁs ‘ 5 :@
involving human subjects, including clinical research. These assurances ' f- :4
will cover both the general principles of safeguarding human rights and! 1
welfare in the conduct of research and the specific points of the: Surgeon %8
General's policy. The assurance should provide explicit 1nformat10n on; ; :;

the policy and procedure it employs for review and decision on the pro-:
priety of plans of research involving human subjects. The descriptions
will include the competencies represented in the committees of associates
utilized for review, the sources of consultants (if used), the adminis~
trative mechanisms by which surveillance is provided for projects involv-
ing human subjects =~ particularly to deal with changes in protocol or
emergent problems of investigations, the means of guidance and advice
provided for investigators, and the manner in which the institution will
assure itself that the advice of the committee of associates will be
followed., Copies of documents of institutional policies on these issues

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

1

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

where assurances covering the total imstitution are impracticable or
inadvisable.

Each assurance and its attachments shall be transmitted to the Public
Health Service, in care of the Chief, Division of Research Grants. When

the Public Health Service has reviewed and accepted the assurance, the "

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

Eacﬁ grantee institution shall report currently any changes in its

of aasociates.

1911649

policies, its procedures, or the competencies represented on its committee vt

i
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For each application that includes or is likely to include invest gt@n@ =
involving human subjects, including clinical reseerch, the applicagthin-y E
stitution should make reference to the certification as follows:: -
* v w»w
£32% 4
"The investigations encompassec by this application have = %,g -
been or will be epproved by the committee of associates = 2 5 &
of the inmvestigator(s) in accordance with this institu- 3 o
tion's assurance on clinical research dated g3
-3
o«
Until an institution-wide assurance has been accepted by the PHS\‘Eﬁ ¥ Z
:

stitution can fulfill requirements of this policy for individual 3:u&igs
by- submitting an assurance with each application for PHS financiil.suppo::»
stating that prior to inception of investigations, the requiremeﬁct of v &y
section III. A. of this Policy and Procedure Order will be folloHEd, ,1p¢'§

statement must also describe the composition of the group which wikl; 5
duct the review.

This interim procedure will be acceptable until November 1, 1966, Afte.
that date no new, supplemental, renewal, or continuation application for
a Public Health Service grant or award to support investigations involving

human subjects will be accepted for review unless the PHS has approved an
institution-wide assurance.

Nothing in the Institution-wide assurance or in the interim policy pro-
cedure used in some cases until November 1, 1966, should inhibit PHS
staff, advisory groups, or consultants (1) from identifying concern for
the welfare of human subjects, and communicating this concern to the
grantee institution, or (2) from recommending disapproval of the applica-
tion if the gravity of the hazards and risks so indicate.

In the case of awardes to U.S.

citizens receiving fellowships for traimning
abroad,

special conditions or circumstances relating to the place at which
the training is being provided may upon occasion justify modification of
these requirements. Requests from the sponsor for approval of such modi-

fications must be reviewed by the Office of Intermational Research, NIH
and approved by the PHS bureau chief concerned.

Attachment

ORIGINATING OFFICE: Office of the Surgeon General, PHS

APPROVED BY: Grants Policy Officer, 0SG
: G AfCe
Date: i, /I, /9 54'
‘Clinical Reseuch/

Human Subjects, Inveatigat ons Involving 3
Individuala Rightu und4We1£are of i - o
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oocuuaa SOURCE -
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The Bancroft Library/The University Archives, Berkeley CA
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Example of an Acceptable Assurance '

T - Institutional Assurance on —=ew-- - oS emsarfoc IO

Investigations Involving Human Subjects,

Including Clinical Research

T

HEH

undn Aes

N0 1% WIR)3Y ISEB|d "UO|SEIY
uonMIsYl 10 $3LBIAY JAYIC

The (name_of institution) agrees with the principles of thg_"

, 1966) with regard to investigations involving huhgh:
subjects, including clinical research. This institution agrees thae’
review independent of the investigator is mnecessary to safeguard ﬁﬁeﬁ
righ®8’ énd welfare of humin’ subjects ‘0f tesearch investigations: and 5 ¥
assures the Public Health Service that it will establish and maintainfr
advisory groups competent to review plans of investigation involvgngju
human subjects, prior to initiation of investigations, to insure adgb =
quate safeguard. Group reviews and decisions will be carried out,in? ’
reference to (1) the rights and welfare of the individuals 1nvolve& ¥
(2) the appropriateness of the methods used to obtain informed conseaz; é
and (3) the risks and potential medical benefits of the investigacidpsg?

B

TS

' The institution also agrees to exerdise surveillance™of PHS- suppoﬂ;ea :
projects using human subjects for changes in protocol which may alter = it
the investigational situation with regard to the criteria cited above.° °
The institution further assures the Public Health Service that it will
provide advice and consultation to investigators on matters of employing
human subjects in investigation, and also that it will provide whatever
professional attention or facilities may be required to safeguard the
rights and welfare of human subjects involved in investigation. Records
of group review and decision on the use of human subjects and of informed
consent will be developed and kept by the imstitutiom.

qQry porieq suy 017
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Attached as part of this statement are copies of policy and procedure of
this institution with regard to use of human subjects in investigation,
as well as a description of the groups utilized to review projects for
enforcement of these policies and the manner in which the institution

will assure itself that the advxce of the commictee of associates is
- followed. “ Qj

Signature:

Title:

Date:
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The attached statement of Public Health Service policy and procedure,
identified as PPO #129, Revised, July 1, 1966, requires that each institution
receiving support from the Public Health Service for projects that include

the investigation of human subjects send to us, and have approved, an

\ institutjon-wide statement of assurance concerning inveatigations that lavolve
human subjeets,

We shall accordiungly need for your institution an institutional statement
of agreemcnt which covers in substance the points of the samplce statement
attached to the Public Health Service policy issuance of July 1, 1966 (#129),

and which bhears the signature of the official authorized to sign tor the
sinstitation.

We shall also need as attachments to this statement a description of the

following: . ) ) PL s ams
PNk bl g* S i - . I e . ,’f-i’;:ﬁ'w !

1. The requirements at your institution for the following -

a. Group review and decision on the adequacy of provm:i £85I )
for protecting the rights and welfare of the subjects, 22 EFEe
on the appropriateness of the methods used to secure the& ¢ @5 -8 g
informed consent of the subjects, and on the risks and *parén;}gig 3 T
medical benefits of the investigatxon (please see sectmrﬁ EII* o 5:&: E] \
- A on page 2 and section IV on page 3) . g ¢ ‘:_ :'jg oS82
sy ~ Ferzitze |
b, TBringing to the attention of the committee Qf assoc:iag. 23 7 o2
changes in investigative protocol, which may affect the: .0 = T & =< .
subjects, before such changes are made, and emergent probiémf QE&
of investigation, which may affect the subjects, when sugh’ : CR N
probiems occur K CEE T
BoniszEy
¢. Conveying the advice of the committee of assocxates o ke d ;i g S : b
investigator concerned v e 2 IFe e : it
fig2izte
d. Assuring the institution that the investigator follows2 2. 8 £ 0
the advice of the committee of associates ( please sce sécf‘iacnr:‘g g% ,
IV on page 3) FEETL R .
2. The competencies represented in the committee of associates - :
(please see section III A on page 2 oand section IV on page 3)
1V on page 3)

4. Provision of facilities and professional attention necessary
for the health and safety of the subjects (please see section III

!

T 3. The sources of consultants, i{f employed (please see section t
I

|

}

A on page 2) l
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5. The applicabil‘ty of
institution as a whole or
institution (please see 8
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BERKELEY: COMMITTEE FOR PROTECTION

OF HUMAN SUBJECTS

March 10, 1978

GUIDELINES FOR THE PREPARATION OF A PROTOCOL

Introduction

This guide outlines the Committee for Protection of Human Subjects's (CPHS)
requirements for the preparation of a human subject protocol. It replaces the
identically titled set of guidelines last issued on July 20, 1977. Should you

have any questions regarding these guidelines, please contact the Committee
staff at M-11 Wheeler Hall, 2-7461.

The Guidelines

Protocols must be prepared for all research, development, or related activities

in which human subjects are involved or in which there is a question of involve-
ment.

A protocol, suitably titied or identified, 1s a statement by the investigator
which includes the following information, as applicable:

1. A brief summary of the nature and purpose of the research, development,
or related activity.

2. A full description of the subjects, including the number proposed, their
characteristics, and how they will be selected or recruited. Indicate
explicitly whether any are minors (under age 18 according to California
law) or otherwise members of "vulnerable” populations (the mentally or
physically infirm, prisioners, or other individuals whose ability to give
voluntary informed consent may be in question). Also, the protocol must
indicate if any subjects are University of California students.

3. A detailed description of how the subjects are to be involved in the _
activity. If human remains or residual material are to be used, details
on their origin, nature, and disposition should be given,

4. A description of the benefits, if any, to the human subjects and/or the
benefits to knowledge.

5. A description of the risks, if any, to the subjects. Such risks may be
physical, psychological, or social (see Appendix A}.

6. A description of the means to be taken to minimize such risks, including
the means by which the subject's personal privacy is to be protected and
the confidentiality of information obtained from him or her maintained.
Occasionally some human subjects do not want confidentiality of infor-
mation maintained; 1f that circumstance pertains, it should be specified
clearly in the protocol.
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If, and only if, human subjects are to be put at risk, a description of

the procedures to be used in obtaining and documenting the informed con-
sent of subjects. If written consent forms are to be used, a copy of

the consent form and/or verbatim copy of any accompanying oral instructions
should be attached to the protocol (see Appendix Bg. If subjects are put
to no risk, a written consent form is unnecessary.

If subjects are to be put at risk and a waiver from the requirement of
written informed consent is sought, the justification for the waiver
should be specified (see Appendix C).

If questionnaires or interview schedules are to be used in the project,
one copy of each should be attached. If they are not available at the
time of submission, an informative description of their content and
manner of administration should be included in the protocol, along with
an assurance that when completed they will be filed with the CPHS.

The original and sixteen copies of the protocol should be submitted for
review by the CPHS. The protocol must be signed by the investigator and
either the appropriate chairman, chairwoman, dean or director. If the
investigator is a student, the signature of the faculty advisor is also
required. A telephone number where the investigator may be reached
should be included. If the investigation is part of a larger project or
training program, the title and CPHS identifying number of this activity
should be provided.

Again, should you have any questions about preparing a protocol, the Committee
staff may be reached at 2-7461.

NOTE: The Committee's deadline for receiving and processing protocols is two

weeks prior to each of its meetings. The following are scheduled meetings for
the remainder of 1978:

April 21, 1978 September 15, 1978
May 19, 1978 October 13, 1978
June 23, 1978 November 17, 1978
July 14, 1978 December 15, 1978
August 4, 1978

.o
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Appendix A

Subject at Risk. A subject is at risk if, as a participant in a research,
development, or related activity, he or she may be exposed to the possibility
of harm--physical, psychological, or social--which goes beyond the ordinary
risks of public or private living. This includes, for example, the possibility
of harm which 1) is greater than the recognized risks inherent in a chosen
activity, occupation, or field of service; or 2) is due to a departure from the

application of those established and accepted methods necessary to meet a
subject's needs.

There is human subject involvement, but no human subjects are put at risk, in
research, development, or related activities which propose the use of 1) cbser-
vations of public behavior, 2) materials in the public domain, or 3) statistical
data used in a purely statistical study which is conducted so that no one except
the researcher is able to trace the identity of the subjects.

There is no human subject involvement in the use of statistical data which are
anonymous and not traceable to individuals by the researcher.

Appendix B

Informed Consent. Informed consent means the knowing consent of an individual
{or his or her legally authorized representative) to participate in a research,
development, or related activity. The individual, or the authorized represent-
ative, must be so situated as to be able to exercise free power of choice without
undue inducement or any element of fraud, deceit, force, duress, or other form
of constraint or coercion. No informed consent, oral or written, shall include
any exculpatory language through which the subject 1s made to waive, or to appear

to waive, any legal rights, including any release of the University or its agents
from 1iability for negligence.

bl

The basic elements of informed consent are:

(1) a fair and understandable explanation of the nature of the activity, its
purpose, and the procedures to be followed, including identification of
any procedures which are experimental;

{(2) an understandable description of any attendant discomforts and risks
reasonably to be foreseen;

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

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

(5) an offer to answer any inquiries concerning the procedures, providing,
when appropriate, the telephone number or address of the investigator; and

]
o
-
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(6) a clear instruction that participation in the activity or project is
voluntary, and that the subject is free to withdraw consent and dis-

continue participation at any time prior to its termination and wholly
without prejudice.

The Committee has found that in order to satisfy the above six elements of in-

formed consent, the consent form should include information for those following
items which may be relevant:

(1) specifics on the amounts and timing of any proposed taking of blood or
any other human materials, and their subsequent disposal;

(2) details regarding authorization for access to a subject's personal
records (school, medical, employment, or others);

(3) a description of efforts proposed to protect the privacy of a subject and
the confidentiality of personal data;

(4) details regarding the use of tape recorders or other recording methods,

and an explanation of the proposed uses and disposition of recorded
materials;

{5) the amounts and terms of any proposed payments to subjects; or

(6) assurance that should the investigator discover any untoward medical con-
dition in the subject, this will be brought, if possible, to the attention
of the subject's own physician, or the subject will be informed of the con-
dition and advised to seek the proper assistance.

Written Informed Consent. There are two alternative procedures for obtaining the
written consent of subjects. The differences between the two have to do with the
amount of informatfon about the project that is contained in the form that the
subject (or legally authorized representative) is asked to sign. The regular
form contains all the relevant detail about the nature, purpose, and procedures
of the project; its risks and discomforts; the assurances and obligations of the
investigator; and the 1ike., The short form indicates that these matters have
been explained to the subject orally by the investigator, and on the basis of
this prior explanation, that he or she agrees to participate. When the short
form is used, the protocol must contain a verbatim copy of the matter to be

read or explained to the subject, and the consent form must include the signature
of an auditor-witness to the oral presentation along with that of the subject.

Written consent must be legally effective, i.e., it must contain all of the elements
of informed consent.

-
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Appendix €

Waiver of Written Informed Consent. When human subjects are to be put at risk,

a waiver of the requirement for written informed consent is granted only under
carefully justified circumstances. Any such waiver must be regularly reconsidered
as a function of continuing reviews, and on DHEW sponsored projects, as a

function of annual review. Waivers are permitted only when the following three
criteria are met:

(1) the risk to the subjects is minimal, and

{2) the use of either of the primary procedures for obtaining written
informed consent would surely invalidate objectives of considerable
immediate importance, and

(3) any reasonable alternative means for attaining these objectives would
be less advantageous to the subjects.

The CPHS typically honors requests for waiver when the subjects of the investi-
gation are illiterate; when the risks (usually psychological risks) inherent in
asking subjects for their signatures outweigh the risks of not obtaining the
signatures; or when requests for signatures demonstrably violate or distort the
subjects' perceptions of the nature and purpose of the investigation.

0f course, no consent is required and hence no waiver need be sought when human
subjects are involved and put to no risk.
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University of California, Berkeley
Lawrence Berkeley Laboratory

CONSENT TO ACT AS A PATIENT RESEARCH SUBJECT

RADIOLOGICAL NEUROSURGERY FOR TREATMENT OF
BLOOD VESSEL DISEASE IN THE BRAIN

I. 1 agree to be included as a patient-subject in a medical research study in radio-

logical neurosurgery. As a patient-subject, I understand that the following medica’
procedures will be done:

A. Special radiological (x-ray) and neurological (nervous system) examinations
will be carried out to diagnose precisely the size, shape, and location of
the blood vessel abnormalities in my brain. These diagnostic studies are
exactly the same as those done on patients with my disease in major (e.g.
unwvers1ty) hospitals in the United States. These studies are required to

insure the greatest poss1b1e success from the experimental radiation procedures
planned.

B. Careful planning of the radiation treatments require the construction of a
specially-fitted plastic face-mask moided to my head and face. It may be
necessary to cut my hair very short in order to achieve perfect fit of the
mask. The mask-preparation and fitting will cause a little discomfort, but
no pain medications are necessary.

€. 1 will be treated with radiation beams which will be delivered inside my brain.
There will be no pain during the entire radiation procedure from the radiation
exposure. It may be necessary to inject a special solution into my blood
vessels which make my blood vessels opaque to x-rays. This is required to
position the radiation beam in my brain with very careful precision. This
blood vessel examination, or angiogram, is the same as the examination_done
on me previously for diagnosis.

D. Special diagnostic research studies, particularly (a) radioisotope scanning
studies of the blood vessels in my brain, may be carried out in the specially-
designed research scanner at the Donner Laboratory, University of California,
Berkeley, unde: tue direction of Prufessor Tuowas Budinger, i#.0., ri.0. 1s0-
topes will be injected into my bloodstream for the examination; there will
be discomfort during the injection, but no pain. These special studies are
designed to measure the blood flow in the abnormal blood vessels in my brain,
before and after the treatment. The radiation treatment is designed to close
down and block the abnormal blood vessels. Thus, the success of the radiation
treatment can be measured scientifically. (b) Special diagnostic radiographs
much 1ike x-rays, may also be done to obtain a picture of my brain with heavy
ions. This study, under the direction of Professor Jacob 1. Fabrikant, M.D.,
Ph.D., is regularly carried out on patients at the Donner Laboratory. It has

only slight discomfort due to the need for me to remain perfectly still for
about 10 minutes.

E. All these procedures are necessary to diajnose, locate, and treat the blood
vessel disease in my brain.

II. The diagnostic and treatment procedures will be done both at the Lawrence Berkeley
Laboratory, and at University of California Medical Center, San Francisco. The
overall period for the evaluation of my disease, preparation of my mask, x-ray and
neurological examinations and treatments, will take approximately 2-4 weeks. I
understand that I will be in the treatment room about } 1/2 - 2 hours, maximum,
each day for about 5-8 days for the entire treatment. It is not expected that ail
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II1.

v,

V1.

ViI.

these procedures will be repeated, but consideration to repeating some or all of
the procedures sometime in the future may be necessary if additional treatments
are required.

The purpose of this study is to cause radiation damage to the abnormal blood
vessels in my brain so that they will eventually fill with tissue and blood clots,
thereby decreasing the chance and possibly preventing any further bleeding into
my brain.

1 have been told that the procedures described above involve the following possible
risks and/or discomforts or inconveniences:

(1) Injections {needles or very fine tubes) into my blood vessels (arm, groin, or
neck)will be uncomfortable with a small amount of pain, exactly the same way
as in the x-ray examination blood vessel studies I have already experienced.

(2) Siight discomfort or inconvenience when my face mask is being prepared and
fitted. A very close haircut, if necessary, may be a minor inconvenience.

(3) Slight discomfort---due to having to be still---during the radiation treatments
I understand that more than 800 patients have been treated with radiation trezt-
ments with this radiation machine, and there is no pain or discomfort at the
time of the radiation treatments.

(4) I may experience some headache after the radiation treatments, within hours

or days, but ordinary pain medications will treat this problem satisfactorily.

"(5) Radiation can damage blood vessels in the brain, and there is a small chance

of bleeding occurring into my brain as a result of this damage. This is an
uncommon complication that could occur.

4

(6) Radiation can injure vital centers in the brain, and every possible scientific
means will be used to protect these vital centers from radiation injury.

The benefits to be achieved in doing this experimental medical radiosurgical
procedure are:

A. Directly to me:
(1) to decrease the chance of further bleeding into my brain;
(2) to decrease or arrest the progressive damage to my brain as a result
of the bleeding;
(3) to gecyease the chance of further paralysis from further bleeding into
my brain;
(4) to decrease the chance of dying from massive bleeding into my brain.
B. To others:
As this experimental medical procedure is developed and perfected on patients
with vascular disease of the brain as I have, other patients in the future
will benefit from the improved techniques and procedures.

1 haye been {01d that certain alternative surgical procedures exist, but in my
special case, they would be too dangerous to my life to be used.

A1l this information was discussed with my by Professor Jacob I. Fabrikant, M.D.,
Ph.D. and my other physicians and surgeons. He will answer any further questions
I have concerning all these experimental and medical procedures. I can always
reach him at the University of California, Berkeley (415) 642-2314 or 486-6033

or at his home (415) 845-8005).
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VIII.

IX.

XI.

XII.

1 recognize that my decision to undergo these experimental medical procedures is a
voluntary one. 1 recognize that the procedure is not without danger, but in my
special case, it is the only procedure available which may contribute to arresting

my disease and/or ultimately saving my life. I am free to refuse to undergo the
experimental procedure or withdraw from it without any jeopardy to my normal course
of treatment otherwise. The medical investigator in charge of the medical research
program may release me from the experimental study---that is, drop me from the study--
as iong as it is not detrimental or dangerous to my medical care.

Confidentiality will be maintained. My identity will not be disclosed in the use of
information obtained in connection with this study.

I will receive no compensation from being in this experimental medical study.

I acknowledge receiving and reading the Medical Research Subject's Bill of Rights.
I have also received a copy of this consent form.

If I am physically injured as a result of being in this study, treatment will be
available. The costs of such treatment may be covered by the University, depending
upon a number of factors. For information, 1 may call the LBL Human Use Committee
(415) 486-5507; 642-2461.

Signature of Patient/Subject

Date




