Minutes CIRC Meeting e e

10 February 1975 ~1§l

Present: H,R, Connell, R.A, Love, E.A, Popenoe, N,P. Rathvon,Jr., U. Reincke
Absent: G.C. Cotzias, R. Doremus, L.D.Hamilton, G.A, Price

The meeting was held in the Small Conference Room of the Medical Research
Center. Mr, Rathvon presided and opened the meeting at 1400.

The minutes of the previous meeting 6 January 1975, were accepted as
distributed,

First discussed were actions taken by the Committee at not regularly con-
vened meetings:

1) CIRC 36 Addendum for a special variance for a 15 year old boy was

approved 22 January 1975.
2) CIRC 122 titled "Study on patients with Chronic Lymphocytic Leukemia

was approved 15 January 1975,

" As regards CIRC 122 it was noted that in paragraph C of the supplementary
information on radionuclide administration (continuation on page 7) 3HCdR should
be replaced with 3Hvatidine.

Next, the following proposals were approved for recertification:

CIRC 26 Rev. 3/30/71, CIRC's 62,108,110 and 112.

‘The approval of CIRC 112 was on the understanding that all reasonable efforts
will be taken to exclude pregnant females,

Communications received and noted:

1) from H.L. Atkins, 1/13/75 responding to questions raised during the
review for recertification of CIRC 56. The explanations were found

acceptable,
2) from S.H, Cohn, 1/16/75 requesting that Dr. A. Martino be ar authorized

participant in CIRC's 10A and 36A.

3) from S.H. Cohn, 1/16/75 requesting that approval be given to Dr, Aloia
to see patients at NCMC on CIRC 36G and indicating that approval of the
study has been requested from the NCMC CIRC.

4) from I, Zanzi, 1/21/75 responding to the Committee's request for additional
information on CIRC 96 Rev, 3/19/74. The memorandum was found acceptable,

Further communications received were memoranda stating the following to be

inactive:
CIRC's 36C
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CIRC Minutes (Cont'd,” 4413013

2/10/75 : -2 -

rv_(b/./
Before Ma question was raised as to whether the CIRC should

be involved in follow-up actions on programs it has approved. After discussion
it was decided that no action should be taken by the CIRC but that perhaps

the Medical Care Evaluation Committee might be asked to look into some matters’
in this regard on behalf of the Committee.

The meeting was adjourned at 1450,

Respectfully submitted

Helen R. Connell

HRC/ck
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HOSPITAY OF THE MEDICAL RESEARCH CENTER, CIRC No.
BROOKHAVEN NATIONAL LABORATORY ;
Upton, New York 11973 CIRC STATUS MEMO 27 & 27A
- L ~
1 H . . . 99
Tidle Evaluation of Lung Scanning with mTc--rnacroaggregated human serum albumin

Date: 12/20/74

To: Dr. Atkins

Please indicate below whether this proposal is continuing or inactive. If continuing, complete

the entire form, and attach to this sheet copies of any reports submitted to the FDA, HEW, or other

Granting Agency (in connection with this proposal and the IND numbers given), since the last

CIRC approval date. Also please add any additional information which may be of use to the Com-
mittee in its deliberations. If inactive, merely sign and return this form.

~New 20,75y g7

If this form is not returned by *1:21’3#?15‘ , approval of the proposal will automatically
be discontinued.
See attached recap sheet MXM// geﬂ Z‘/ 7L/
R.B. Aronson. Ph.D., Associate Chairman Date

To R.B. Aronson,
CIRC PROPOSAL NUMBER_274 274 Continuing []  Inactive [X]

, i "o o s 1 i i
Proposed substantive changes are attached LA&AEMAL/A_AJA’“ %'W/W'Lcu(ﬁ%fbvﬂ-"&g& arde
ZW zeua, FDA .
Adverse effects that have been first noted since the last approvalinclude:

Since the last approval —__patients have been submitted to the experimental regimen.

The Sponsoring Physician as of this date is

The following changes in Investigators should be noted:

The following IND #’s have been obtained for specific compounds used in this proposal:

Compound IND=_-__ Compound IND =

The investigational consent form(s) used in this project are numbered and copies are attached.

Patients involved in this study are referrals from or also studied at the following institution(s)

Attach statement from institution(s) indicating the review committee approval is current.

St e are At Bl s

Principal Investigator Date Sponsoring Physician Date

1180138

Signed

Form 1970\



~CAP as of 12/23/74

CIRC 27 & 27A

CIRC
Initial 27 : "Scanning of Lungs'6/6/66
CIRC 6/20/66

Initial CIRC 99m
27A ¢ "Evaluation of Lung Scanning with Tc-Albumin Macroaggregates' 10/5/66

CIRC 27 & 27 A: "Evaluation of Lung Scanning with 99mTc-Macroaggregated Human Serum
Combined Albumin"
CIRC DEPT
Recertification  11/8/71 [11/9/71
12/13/72112/19/72
1/14/74 'V 1/16/74

Spon.Phys: H.L, Atkins
Prin. Invest: H, L., Atkins

Others: J.S. Robertson CONSENT 40:
71 12/19/72

IND 299 (99mTc) Last Annual Report 3/11/74

Question Is there any problem in changing the # to 27 Rev. 9/29/71 in order to
simplify listing?¢ This has been handled as 27 and 27A combined since

9/29/71.
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HOSPITA{ OF THE MEDICAL RESEARCH CENTER, l CIRC No.

BROOKHAVEN NATIONAL LABORATORY
Upton, New York 11973

27 & 27A
PURPOSE OF REVIEW:

CLINICAL INVESTIGATION AUTHORIZATION FORM
TITLE: ' [ NITIAL ] ADDENDUM

. . . 99m
Evaluation of Lung Scanning with Tc-macroaggregated human

serum albumin [0 REVISION XX RECERTIFICATION

] REACTIVATION

TO CHAIRMAN, CIRC:
THE PROPOSAL FOR CLINICAL INVESTIGATION IDENTIFIED BY THE ABOVE CIRC NUMBER AND TITLE IS FORWARDED HEREWITH FOR REVIEW AND RECOMMENDATION.
<

J’{A ﬂ C(/t/tVA\/L: ..:_) } ey \7 L/

E.P. Cronxite, M.D., Chairman, Medical Deparment - Dote

TO CHAIRMAN, MEDICAL DEPARTMENT:

THE CIRC REVIEWED THE ABOVE IDENTIFIED PROPOSAL ON /Mﬂ. [ 4}; | 974 AND RECOMMENDS < Cé‘fﬂ/ﬁ{W

WITH THE FOLLOWING MODIFICATIONS:

fodurin 0 lopenee el 2 Gt

E.A. POPENOCE, Chcirfncn N.P, RatRvON, JR., Alt. Chairman

W L.Dﬁ@ P.S. PapavasiLiOU . R.A. Love ) .
7 Firrwl s, e '/'/f"{‘( ¢ P AL

G.A. Price S.H. Conn, Alternote U, Reincke

D.N. StatkiN, Alterncte A.P. WoLr, Aiternate

10 Dr. Atkins,

THE ABOVE TITLED AND NUMBERED PROPOSAL 15 ___Approved SUBJECT TO THE FOLLOWING:

Investigational consent #71 to be used on this CIRC.

/Q e [/L/é am 7y

E.P. CronkiTe, M.D., Chairman, Medical Department Dote

CIRC Form 1 10/4/73 l 1 8 G ] Qﬁ\ o l\n:‘im.

Form 19348 el



Minutes CIRC Meeting

14 January 1974

Present: E.A. Popenoe, H.R. Connell, R.A. Love, G.A. Price, U. Reincke

Absent: P.S. Papavasiliou, N.P. Rathvon, Jr.

The meeting was held in the Small Conference Room of the Medical Research
Center. Dr. Popenoe opened the meeting at 1400,

The minutes of the previous meeting, 3 December 1973 were accepted as
distributed.

CIRC, #10A was approved for recertification. However, it was questioned why
compound Ca Cl.,, IND#4390 was included in the previous CIRC Status Memo of
19 October 1972 %ut not in the Status Memo of S December 1973.

Other CIRC's reviewed and approved for recertification are:
#26 .

277 & 274
ey

CIRC #79 Addendum was reviewed next. Dr., Zanzi was invited into the meeting
to clarify the sentence, "In addition, the patients may be screened for eventual
modifications of their immunological responses." Dr, Zanzi replied that what is
intended is a routine tuberculin skin test.

Subsequently, CIRC 79 Addendum was approved.

CIRC #110, "Studies of Antigen-Induced Mechanisms in Human Lymphocytes"
was approved,

CIRC #111 was next discussed. The Committee found this proposal confusing
and took no action on it. It was noted that the proposal contains several con-
tradictory statements and is not consistent with the supportive documents attached.

In the discussion of CIRC 11l reference was made to the DHEW recommendations
on the Protection of Human Subjects published in theFederal Register,Vol.38,6No,22Z1,
Part I1 | particularly as pertains to children, Consequently the Committee
declared that it will not approve any program that includes the use of children
from the Children's Shelter.

CIRC #112 was reviewed and approved.

CIRC #103-The memorandum to CIRC from I. Zanzi, M,D., 14 December 1973 was
reviewed and found acceptable with the provision that item 1, sentence 2 read:
"These procedures will be performed, in the case of premenopausal women, during
the 6 days following initiation of memstruation, after a negative pregnancy test,
or other reasonable assurance that no pregnancy exists."

1180141



Minutes CIRC Mtg. 1/16/74
14 January 1974 L

Other communications received and accepted:

1) Memorandum from I. Zanzi, M.D.,30 November 1973 listing the values
of the approximate radiation doses from x-ray exposures as requested
by CIRC for proposal #103.

2) A copy of the memorandum to the Medical Staff from E,P. Cronkite, M.D.,
4 January 1974 in regard to the age of research participants.

3) Memorandum to CIRC from Dr., C, Wu, 14 December 1973 stating the patients
to be included in CIRC #104 will be between 21 and 65 years of age.

4) Memorandum to CIRC from Dr. J. Iwai, 18 December 1973 stating the patients
to be included in CIRC #105 will be between 21 and 65 years of age.

5) Memorandum to CIRC from R,B, Aronson,Ph.D,, 5 December 1973 reporting
the occurrence of a possible adverse rcaction re CIRC 63 Rev. 7/20/73
and applicable to IND#7677.

6) Memorandum to Dr. Popenoce from R,B. Aronson, Ph.D,, 18 December 1973 re
Patient Consent #104 applicable to CIRC #106 and #36D. The CIRC acknowl-

edges that this consent is now inactive,

The mecting was adjdurncd at 1530.

Respectfully submitted,

I A G

Helen R. Connell

HRC/ ck

[ 180142



HOSPITAL OF THE MEDICAL RESEARCH CENTER,
CIRC No.

BROOKHAVEN NATIONAL LABORATORY
Upton, New York 11973 CIRC STATUS MEMO 27 and 27A

Title: Evaluation of Lung Scanning with 99m’1‘c—macroaggregated human serum albumin

To: Dr, Atkins Date: 12/5/73

Please indicate below whether this proposal is continuing or inactive. If continuing, complete

the entire form, and attach to this sheet copies of any reports submitted to the FDA, HEW, or other

Granting Agency (in connection with this proposal and the IND numbers given), since the last

CIRC approval date. Also please add any additional information which may be of use to the Com-
mittee in its deliberations. If inactive, merely sign and return this form.

If this form is not returned by 12/31/73 , approval of the proposal will automatically
be discontinued.
Yl 2T 20 7/7 3
R.B. Aronson, Ph.D., Associate Chairman Date ©
.To R.B. Aronson,
CIRC PROPOSAL NUMBER__ 4 ) __Is: Continuing [ Inactive []

—

Proposed substantive changes are attached

Adverse effects that have not already been reported to the Department Chairman include:

Since the last approval 0 patients ha\z/béen subm y& to/wg experimental regimen.
The Sponsoring Physician as of this date is L"C/{{/

[P

The following changes in Investigators should be noted:

The following II\D# s have been obtamed for specific compounds used in this proposal:

Compound 7; Hb/i( I<7D _QLL Compound IND=

The investigational consent form(s) used in this project are numbered 7/ and copies are attached.

Patients involved in this study are referrals from or also studied at the following institution(s)

Attach statement from institution(s) indicating the review committee approval is current.

bt [ o215

o /"f’/ {/7 3 //

14
Principal Im LS[lgaIOF Date Sponsormg Physician Date

1180143
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HOSPITAL OF THE MEDICAL RESEARCH CENTER, NAME
BROOKHAVEN NATIONAL LABORATORY

-71- Upton, New York 11973 UNIT NO
CONSENT FOR PROCEDURE, STUDY, OR
DRUG UNDER CLINICAL INVESTIGATION PAVILION ol

l understand that the physicians ot the Hospital of the Medical Rescarch Center, Brookhaven Notiono! Loboratory are engaged
research and study of the noture of discoses and of new methods of diognosis and treatment. | have been infermed of the ant:cipcted
duration of hospitalization and the noture of the procedure, study, or drug under clinical investigahion known os:

. , ) , 9 .
Lung scanning with radioactive 9mTc-macroaggregated human serum albumin

t understand that the nature of this procedure, study, or drug is experimental, and thot of the present ime no assurance can be
given that my participation will be directly beneficial to me. | hove been informed thot the timing ond sequence of these studies may
not be revealed to me. | undersiond that in the opinton of the inveshigoiots responsible for this project and of the Review Beard {Chini-
col Investigations Commitiee], | should be informed of the following possible hozards ondinconveniences before agreeing to this chnical

investigation:

The compound cannot be tested for sterility and pyrogens before use. Rare
instances of allergic reactions have occurred. The system and components are
tested periodically, .

| have been informed of the above. | have also been informed of the customory procedures. These may or may not be used. ! huve
been offered the opportunity for further discussion of this procedure, study, or drug with the attending physicion.

| voluntarily consent to porticipate in the above stodies with an understanding of the known possible effects or hozurds that
might occur in the course thereof, and with the further understonding that not olt effects of such procedure, study, or drug ore known.

PATIENT'S NAME ——— — —_—

SIGNED BY:
{Patient or Lego!l Guordion)

WITNESS:

[, the undersigned, herewith offirm thot | have expldaned the above to Mr, (Mrs.| {Miss}
ond ) am willing to answer further inquiries,

MD DATE.

f1goiut

fForm 1913 ~ 71~



HOSPITAL .OF THE MEDICAL RESEARCH CENTER, CIRC No.
BROOKHAVEN NATIONAL LABORATORY
Upton, New York 11973

27 and 27A

PURPOSE OF REVIEW:
CLINICAL INVESTIGATION AUTHORIZATION FORM
TITLE: - O ~maL ] ADDENDUM

. . 99m,
Evaluation of Lung Scanning with Tc-macroaggregated human
serum albumin [J REVISION K] RECERTIFICATION

[0 reacTivaTiON

TO CHARRMAN, CIR
THE PROPOSAL FOR CLINICAL INVESTIGATION IDENTIFIED BY THE ABOVE CIRC NUMBER AND TITLE 1S FORWARDED HEREWITH FOR REVIEW AND RECOMMENDATION.

i" /%/775/2 7 o ﬁ N
, Eelciemar

e-M.0., Chairman, Medical Deporment Date

TO CHAIRMAN, MEDICAL DEPARTMENT: 2 4%/ - ,
2 s .
THE CIRC REVIEWED THE ABOVE IDENTIFIED PROPOSAL ON ﬁ[ 2 D-QC,«Q ol 7 <~ AND RECOMMENDS 'é ,i’%{pﬂ gyl

WITH THE FOLLOWING MODIFICATIONS:

— Wyl

W< ///&%ﬁ b &2,

4'S. RoserTson, {fhdrfman . G.C. Cotzis, Alternpte Chairman H.R. Copnett
% U I
UTwn m 3
% ConN E.A. PoPENOE, Alterdate RA. Love
ch

G. PRICE G. CHIKKAPPA N.P. RATHVON, JR,
D.N. SLatxiN, Alternate A.P. Wolr, Alternate
-~ 7 -
: : 4
TO _/: A N (‘(/CAW
THE ABOVE TITLED AND NUMBERED PROPOSAL IS C”.;/’/),?'/WW/ SUBJECT TO THE FOLLOWING:

ConSt AT A5 Lo conedd.

\//,) [’LJMJLVC\ /9/sz 7&

E.P. CronkiTe, M.D., Chairman, Medical Deportment Date

F180145

N
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To | | —f-‘ {Zo/ W&/ d | /LW

SIGNED %Mé/

SIGNED
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Minutes CYRC oo

173 Deccmber L2

Present: J.S. Robertson, H.R, Connell, R.A. Love, LE.A. Popenoe, G.A. Pricc
Absent: S. Cohn, G, Chikkappa, N,P. Rathvon, Jr.

The meeting was held in the Small Conference Room of the Medical Rescarch
Center. Dr. Robertson opened the meeting at 1400,

The minutes of the previous meeting, 11 December 1972 were accepted as
distributed.

CIRC #95 was reviewed first. Dr. Atkins was invited into the Conference Rocm
to answer questions raised by the Committee. CIRC #95 was approved subject to the
following changes agreed to by Dr. Atkins:

1. Clarification of pertinent statements to remove amblguity as to whatier
pregnant females will be excluded unconditionally.

2. The dose for normal subjects will be 1/10 or less of the dose statec
in the proposal for subjects with malignancies.

3. The Consent Form should contain a statement that a radiation dcse will
be received and relate the dose to accepted procedures.

CIRC #96 was approved subject to these provisos:
1. It is requested that in the case where a patient will have tc sign

more than one Consent Form, all the appropriate Consent Forms will be
signed at the same time,

2. It is recommended that an estimate of the radiation dose Irom the
skeletal survey be included in the cumulative dosc record in the patienth
chart,

CIRC #7 was fgproved for recertification. However, it is notecd that the previcus
requirement that C be included in Consent Form #30 has not been implemented anc it It
requested that this be done.

The following proposals were reviewed and approved for recertification:

CIRC #26
{ #27 and #27A -
#46
#57
#77
CIRC #10C was reviewed mnext and approved for reaciin..oool Jlod Coo <l z
when applicable, the necessary Consent Form for 10A will be signed al the zsamn: Zime ot

the Consent Form for #10C is signed.

The Committee considered next Dr. S,H. Cohn's memorandum to Dr. J.S. Robertscn oI
12/12/72 re CIRC #91. The questions raised by the Committee on 11 December 1972 con-
cerning proposal #91 were found to be satisfactorily answered by this memorandum and
CIRC #91 was approved,

The meeting was adjourned at 1630,
Respectfully submitted,

1180147 R
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Helen R. Connell



HOSPITAL OF THE MEDICAL RESEARCH CENTER, NAME
BROOKHAVEN NATIONAL LABORATORY

-71- Upton, New York 11973 UNIT NO.
CONSENT FOR PROCEDURE, STUDY, OR
DRUG UNDER CLINICAL INVESTIGATION PAVILICN Op

I understand that the physicians at the Hospital of the Medical Research Center, Brookhaven Nationcl Loborctory are engzged m
research and study of the nature of diseases and of new methods of diagnosis and treatment. | have been infermed of the ant'cipated
duration of hospitalization and the nature of the procedure, study, or drug vnder clinical investigetion known as:

. . . . 99m
Lung scanning with radioactive Tc-macroaggregated human serum albumin,

[ understand thot the nature of this procedure, study, or drug 1s experimental, and that ot the present time no ossurence con be
given that my participation will be directly beneficicl to me. | have becn informed that the ming and sequence of these studies may
not be revealed to me. | understond that in the opinion of the investigators responsible for this project and of the Review Beard (Cline-
cal Investigotions Committee), | should be informed of the following possible hozerds ond inconveniences before agreeing to this chinical

investigotion:

The compound cannot be tested for sterility and pyrogens before use. Rare instances
of allergic reactions have occurred. The system and components are tested periodically.

| have been informed of the above. | have also been informed of the customary procedures. These may or may not be used. ! have
been offered the opportunity for further discussion of this procedure, study, or drug with the attending physician.

I voluntarily consent to participate in the above studies with an understanding of the known possible effects or hazerds thot
might occur in the course thereof, and with the further understanding that not oll effects of such procedure, study, or drug are xnown.

PATIENT'S NAME . J—

SIGNED BY:

{Patient or Legol Guardian)

WITNESS:

1, the undersigned, herewith offirm thot | hove exploined the above to Mr. [Mrs.) [Miss)

ond | am willing to answer further inquiries.

MDD DATE —

1180148
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BROOKHAVEN NATIONAL LABORATORY

MEMORANDUM

DATE : Decembgr 4, 1972
TO: CIRC Committee (Dr, Robertson)

FROM: R.B. Aronson, Ph'D'E&%Z’. E A

SUBJECT: CIRC Meeting :

The following proposals are attached for your consideration at the
CIRC meeting scheduled for December 11, 1972 in the Small Conference Room

at 2:00 PM:
Initial: CIRC 91
92
93
94
95
96
Recertification: CIRC 7
/26 — T
~7 27 & 27A 7
¢ 46
57
77
Reactivation: CIRC 10C
RBA/ck
ENC.

11801449



HOSPITAL OF THE MEDICAL RESEARCH CENTER, NAME
SROOKHAVEN NATIONAL LABORATORY

40~ Upton, New York 11973 UNIT NO.
CONSENT FOR PROCEDURE, STUDY, OR
DRUG UNDER CLINICAL INVESTIGATION PAVILIGN oL

[ understand that the physicians ot the Hospitcl of the Medicel Research Center, Brookhaven Ngfional Laboratory are engaged in
research and study of the nature of diseases and of new methods of diagnesis and treatment. | hdve been informed of the cniicipated
duration of hospitalization and the nature of the precedure, study, or drug under clinical inve

e

. .. 99m .
Lung scanning WlthA Tc-macroaggregated human seru

igation known as:

albumin.

{ understand that the nature of this procadure, study, or drug is experimentd], ond that at the present time no assurance can be
given that my participation will be directly beneficiai to me. | have been inforsied that the timing and sequence of these studies may
not be revealed to me. | understand ihat in the opinion of the investigotors pésponsible for this project and of the Review Board {Clini-
cal Investigations Committee), | should be informed of the following possiife hazards and inconveniences before agreeing to this clinical

invastigation:

The compound cannot be tested for stefility.and pyrogens before use. Rare

instances of allergic reactions have occyrred. T<«.L A,«/IAQ\,\ Q=~/7Gt PN s

/

/
/

| have been infermed of the above. | have also been informed of the customary procedures. These moy or may not be used. [ have
been offered the opportunity for further discussion of this procedure, study, cr drug with the cttending physician.

| voluntarily consent to participote in the above studies with cn understending of the known pessible effects or hozards that
might cccur in the course thereof, and with the further understonding that not all effects of such procedure, study, or drug are known.

PATIENT'S NAME

SIGNED BY:

(Patient or Legal Guardian)

WITNESS:

I, the undersigned, herewith offirm that | have explained the above to Mr. (Mrs.} [Miss)

and | am willing to onswer further inquiries.

M.C. DATE _

1130150
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HOSPITAL OF THE MEDICAL RESEARCH CENTER, .
BROOKHAVEN NATIONAL LABORATORY °-
Upton, New York 11973 27 and 27A

C STATUS MEMO

Title: Evaluation of Lung Scanning with mTc-macroaggregated human serum albumin

11/6/72

To: _Dr, Atkins Date:

Please indicate below whether this proposal is continuing or inactive. If continuing, complete

the entire form, and attach to this sheet copies of any reports submitted to the FDA, HEW, or other

Granting Agency (in connection with this proposal and the IND numbers given), since the last

CIRC approval date. Also please add any additional information which may be of use to the Com-
mittee in its deliberations. If inactive, merely sign and return this form.

If this form is not returned by 11/14/72 , approval of the proposal will automatically
be discontinued.
[
£ B Arre st 7 No. 72
R.B. Aronson. Ph.D., Associate Chairman Date

To R.B. Aronson,
CIRC PROPOSAL NUMBERMIS; Continuing b4 Inactive []

Proposed substantive changes are attached

Adverse effects that have not already been reported to the Department Chairman include:

Since the last approval ___Q___paticnts have been submitted to the experimental regime.
The Sponsoring Physician as of this date is.. / 7. 4 AT‘K//VS

The following changes in Investigators should be noted:

The following IND #’s have been obtained for specific compounds used in this proposal:

»
Compound - 77 7« IND# _£7% _ Compound IND=
The investigational consent form(s) used in this project are numbered and copies are attached.
Signed / //\ ///7/7D éﬂ/ﬂ//, ///7//L

Principle In\&“gﬂor Date Sponsormg thsnuan Date

F180151
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Minutes CIRC Meeting

8 November 1971

Present: G,C. Cotzias, H.R. Connell, R,A, Love, E.A. Popenoce, G,A, Price,
N.P. Rathvon, Jr, ,

The meeting was held in the Small Conference Room of the Medical Research
Center.

Dr. Cotzias opened the meeting at 1400,

The following proposals, presented for annual recertification, were

approved: . j
CIRC #24, #26, and combin

A discussion followed concerning the jurisdiction of the Committee in
such cases as the experiment proposed in CIRC #73.

Mr, Rathvon reported that he attended a meeting with Dr. Bond and
Dr. Cronkite at which a proposed Standard Operating Procedure for Non-Medical
Department Research was discussed, The Standard Operating Procedure would be
that whenever any experiment concerning human beings was proposed the Director
of the Laboratory would form a select committee to study the proposed experi-
ment and make recommendations.

It was concluded at that meeting that the CIRC Committee should not be
used for this purpose. It would be more desirable if the Director appoint
an ad hoc committee, the appointees being chosen with a view to the particu-
lar problems involved, The flexibility of this kind of committee yields
advantages not available in the use of a standing committee such as CIRC.

The meeting was adjourned at 1445,

Respectfully submitted,

Al 2SS M

Helen R. Connell

cc: CIRC Committee
Mr, Finn
Dr. Aronson
File

1180152
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HOSPITAL OF Tit¢ MEDICAL RESEARCH CENTER,
BROGIHAYEN NATIONAL LABORATORY
Upton, New York 11973
CLINICAL INVESTIGATION AUTHORI ZATTON FORX

Purpose of Review: Imitial D Revision D Continuing w Addendum D
Titte: EU&/Uuléou / XO/U gCéAJ.U 4;7 e //é 77m T - CIRC#%]&/U‘{ .27/;'

MACrs 4 Jre d/az— ﬁ/ném f«ruah /4/5“”' o Assigned
i 7 on (date)_éj/\{gﬁ %/?7/
4

To Chairman, CIRC,
The proposal for clinical investigation identified by the above CIRC number and title is

forwarded herewith for review and recommendation.
/4ﬂ/Uud// rc’cer//m oy l/ Cre¢ 537//'6%0?7/4 aﬂmé/”f”{
- b A /& 04 7

E.P. Cronkite, M,D., President of Staff Date

To President of Staff,
The Clinical Investlgatwn/and Uses of Radiosotopes Commlttee reviewed the above

identified proposal on —)é‘ and recommends ’f‘ﬂ u lﬂ \ k l/\(,') with—the followding

modifications:
QQ(,Q& H&\el{ '

J.S. Robertson, Chairman G.£. Cotdias, alt. Chc. man H.R, Conncll
S.H. Cohn E.A. Popenoe, Altkrnate R,A. Love
(Yo 022
* G. Price J.F. Klopper N.P. Rathvon, Jr.
S.E. Duby, Alternate A.P. Wolf, Alternate

To ‘jfﬁ ,é?[’f’//éoﬂ anvd A1bas
The above titled and numbered proposal is @/’“55( subject to the following:

]/:/ {7//7(/’”"‘/ QNH&,IL o # — Yo — /}45 5«(\//\/ r(ﬂzé//Slv /A //( C/ZC’
T s ohe AiHe
/ - / h

_T Sete ipim . P s CricE e £ ,,/ { Ve
¢

?. Pv éﬁw«é«/&: C/“//,/,,, /7/

Ligﬂ { 53 ’ E.P. Crenkite,M.D,, President of Staft Date

e - o

-

CIRC form #1 5/12/71




BROOKHAVEN NATIONAL LABORATORY

MEMORANDUM
DATE: 10/14/71

¢ ‘ TO: CIRC Committee (Cotzias Comm.)

FROM: R,B, Aronson, Ph.D@QW

] . ‘ SUBJECT: Agenda for CIRC Meeting to be
held 18 October 1971

-

CIRC proposals 24, 26 and combined 27-27A will be presented for
annual recertification. Ve

CIRC 26 18 to be reviewed again due to conflict of interest
because of Dr. Robertson's and Dr. Klopper's attendance,

1180150
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BROOKHAVEN NATIONAL LABORATORY
MEMORANDUM
'DATE: 11/2/71
TO: CIRC Committee (Cotzias -cOmm.) '

FROM: R.B. Aronson, Ph.D.%

SUBJECT: Agenda for CIRC-Meeting to be held
8 November 1971 at. 2:00 PM

Since the Committee was unable to obtain a-quorum for the w(_)_c_:ﬂ(tpbﬂeﬂr 18th
meeting it was cancelled. CIRC proposals 24, 26 and combined "27-27A will
be presented for annual recertification, 2l grmeenyc

CIRC 26 is to be reviewed again due to conflict of interest because of
Dr. Robertson's and Dr, Klopper's attendance.

All necessary papers required for the above have been previously
distributed,
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BROOKHAVEN NATIONAL LABORATORY
MEMORANDUM
DATE: .14 Sef‘f’ 4]
e N L AAkoimD

FROM: R.B. Aronson, Ph.D.
SUBJECT: CIRC Proposal A Zabi 274

In compliance with recent FDA and HEW notices requiring periodic reviews of
clinical research projects, your CIRC proposal, numberggbzﬁﬁs scheduled for review
soon. Please indicate at the bottom of the page if thié proposal should be con-

tinuing or placed on the inactive list.

This proposal was last reviewed and approved by the Committee on j%{é};?é
19 éLﬁ- Do you wish to make any substantive changes in your proposal?

Have you noticed any adverse effects during the experimental program which have
not already been reported to the Department Chairman's Office? AD . Please in-
clude the nature and frequency of such effects.

Approximately how many patients have been submitted to the experimental regime
since the last approval? 2.

The Sponsoring Physician on this proposal is S &L«r@sw . Has
there been a change of Sponscring Physician or Responsible Investigators? yz$ pr

ch{« has {ebt the sLul%{.

If you have obtained IND numbers from the FDA in connection with this proposal
please list on a separate sheet the compounds and corresponding IND numbers, and
attach,

Please attach to this sheet copies of any reports submitted to the FDA, HEW, or
other Granting Agency (in connection with this proposal and the IND numbers given
above), since the last CIRC approval date.

Please add any additional information which may be of use to the Committee in
its diliberations. Include a copy of the Patient Consent Form now in use for this

study,
CIRC PROPOSAL NUMBER.{ZJZZ_’_]& IS: Continuing [/

;Z/7 Inactive
. " , %ﬁ;f 2
Signed ™ ZétZ/?/

Please return this completed form to Dr. R,B. Aronson as soon as possible.
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Hospital of the Medical Research Center
Brookhaven National Laboratory
Upton, New York 11973
Area Code 516 YAphank 4-6262

.-

CONSENT FOR PROCEDURE, STUDY, OR Unit No:
DRUG UNDER CLINICAL INVESTIGATION Pavilion:
Date: 0oP
CIRC 27-27A

I understand that the physicians at the
Hospital of the Medical Research Center, Brookhaven National Laboratory, are en-
gaged in research and study of the nature of diseases and of new methods of diag-
nosis and treatment. I have been informed of the anticipated duration of hospital-
ization and the nature of the procedure, study, or drug under clinical investigation
known as: Lung scanning with 99mre - macroaggregated human serum albumin.

I understand that the nature of this pro-
cedure, study, or drug is experimental, and that at the present time no assurance
can be given that my participation will be directly beneficial to me. I have been
informed that the timing and sequence of these studies may not be revealed to me.

I understand that in the opinions of the investigators responsible for this project,

and of the review board(Clinical Investigations Committee), I should be informed of

the following possible hazards and inconveniences before agreeing to this clinical

investigation: The compound cannot be tested for sterility and pyrogens before
use. Rare instances of allergic reactions have occurred.

I have been informed of the above. I have
also been informed of customary procedures. These may, or may not, be used. I have
been offered the opportunity for further discussion of this procedure, study, or
drug with the attending physician.

I voluntarily consent to participate in the

above studies with an understanding of the known possible effects or hazards that
might occur in the course thereof, and with the further understanding that not all
effects of such procedure, study, or drug are known.

PATIENT'S NAME:

SIGNED BY:

(Patient or Legal Guardian)

WITNESS:

I, the undersigned, herewith affirm that I

have explained the above to Mr. (Mrs.) (Miss)
and I am willing to answer further inquiries.

M. D. DATE:
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HOSPITAL OF Tt MEDICAL RESEARCH CENTER,
BROOKHAVEN NATIONAL LABORATORY
Upton, New York 11973

CLINTICAL IRVLESTIGATION AUTHORIZATTION FORHM
Purpose of Review: 1Initial D Revision Dl Continuing' Addendum

Title:
) 99 CIRC# 27A
EVALUATION OF LUNG SCANNING WITH rnTc—ALBUMIN - k

MACROAGGREGATES Assigned
on (date) 9/28/66

To Chairman, CIRC,
The proposal for clinical investigation identified by the above CIRC number and title is

forwarded hercwith for review and recommendation,

£ P (b il

E.P. Cronkite, M.D,, President of Staff Date

To President of Staff,
The Clinical Investigation and Uses of Radiosotopes Committee reviewed the above
identified proposal on and recommends with the follewing

nmodifications:

J.S. Robertson, Chairman G.C. Cotzias, Alt. Chairman H.R. Connell
S.H. Cohn | E.A. Popence, Alternate R.A. Love T
~ G. Price . J.F. Klopper N,P. Rathvon, Jr.
S.E. Duby, Alternate A.P. Wolf, Alternate
To , T o
The above titled and numbered proposal is subject to the folleowing:
l i 8 0 l 5 8 E.P. Cronkite,M.D,, President of Staff Date

T A F ST T S

-

CIRC form #1 5/12/71



HOSPITAL OF Tr.e MEDICAL RESEARCH CENTER,
BROOKHAVEN NATIONAL LABORATORY
Upton, New Yerk 11972
CLINICAL INVESTIGATION AUTHORIZATION FORM

Purpose of Review: 1Initial [:]Revision [j Continuing Eﬁ Addendum[:]

Title: 'J
#0002
SCANNING OF LUNGS CIRC 7

Assigned
on (date) 6/6/66

P 2

To Chairman, CIRC,
The propesal for clinical investigation identified by the above CIRC number and title is

forwarded herewith for review and reccmmendation.

? '/‘) ‘/ ) 4 .
L Wit v’//% g
E.P. Cronkite, M,D., President of Staff Date
To President of Staff,

The Clinical Investigation and Uses cf Radiosotopes Committee reviewed the above
identified proposal on and recommends with the fcllcwing
modifications:

J.S. Robertson, Chairman G.C. Cotzias, Alt. Chairman H.R. Connell
S.H. Cchn E.A. Popenoe, Alternate R.A. Love
* G. Price J.F. Klopper N.P, Rathvon, Jr. o
S.E. Duby, Alternate A.P. Wolf, Alternate
To ,
The abnve titled and numbered proposal is subject to the following:
1180159 E.P. Cronkite,M.D., Prcsident of Staff Date

CIRC rform #1 5/12/71



BROOKHAVEN NATIONAL LABORATORY
MEMORANDUM
DATE: 6 May 1971
TO: ~ Dr. J. Robertson
FROM: G. C. Cotzias, M.D. £§~ C;C‘ =
SUBJECT: CIRC 26 "BLOOD POOL SCANNING WITH
99M 1 Albumin” snd CIRC 27-a "EVALUATION OF

LUNG SCANNING WITH gngc-ALBUMIN MACROAGGREGATES

The enclosed CIRC #26 and 27-a were not reviewed by the CIRC
Committee on May 3, 1971 because I did not know what the questions
are that must be answered.

Please advise and I will be happy to run another meeting.

Many thanks,

George C. Cotzias, M.D.

Distribution:

J. S. Robertson

S. H. Cohn

E. A. Popenoe. ,
H. R. Connell

J. F. Klopper

R. A. Love

G. Price .

N. P, Rathvon,/Jr.
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Minutes CIRC Mceting

3 May 1971

Present were: G. C. Cotzias, G. Price, H.,R., Connell, J. F.’KIOpper, N.P. Rathvo:
E. A, Popenoce and R. A, Love,

Absent: J.S. Robertson and S. H. Cohn.

The Committe discussed first the general problem of informed
consent with regard to spelling out possible hazards in more de-
tail, The rospective consent forms of CIRC #26, 27-a, 36, 61 and
68 were reviewed and found generally satisfactory.

The CIRC #67 was thereafter reviewed. This was submitted by
Dr. H. L. Atkiﬁs under the title "Effects of Chronic Alcoholism
on Calcium Metabolism'. It was found unanimously acceptable but
three comments were thought as perhaps helpful to the investigators:
1) That the irradiation doses of 47Ca and of whole body Neutron -
Actlvation should ?e_added if this is not already being done. 2)
That a total number of whole.body activations per patient should
be specified to form a part of the record. The record now specifies

N
only upper limits of radiation dose but not times of exposure. 3)

The amount of alcohol to be given may perhaps need to be elevated,
in which case .the investigators will be welcome to address them-
selves to the Committee.

The CIRC #36 was re-reviewed and found generally acceptable.

The final acceptance will be signed by the members of the committee

. after Dr. Stanton Cohn specifies the following: 1) The total num-

ber of whole body neutron activations to be delivered per patient.
2) The upper limit of combined 47Ca and neutron.activatione per -

patient.
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The Committce then roviowed ' CIRC #68 entitled "PL Mcson
Radiotherapy'". It found two specific merits to the proposed use
of this technique: 1) That Pi Mcsons have a Bragg effect which
may be therapeutically ;seful. 2) That such therapy will be
essentially independent of tissue oxygen tension. The Committee
encouraged the Chairman of the Medical Department to proceed with
plans of developing appropriate facilities and Dr. Atkins to pro=~
ceed with animal experiments when the time comes. The Committee

" expressed willingness to review the data from animal experiments

and 'to assist with possible'exqrapolationslinto human therapy.

: . reR C- @(z 2N
Distribution: -~ - “’ % VW“QM C@r@ ‘L‘&“j

J. S. Robertson

S. H. Cohn

E. A. Popenoe

H. R. Connell

J. F. Klopper -4 - : : -

R. A. Love e . . B \

G. Price . o c

. P. Rathvon, Jr.. * T

}/R. Aronson -7 '

//‘ . Lo - \

[
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Minutes CIRC Mceting

6 April 1971

Members Present: Drs., Cohn, Klopper, Love, Robertson and Steck /o
v

Absent: Dr. Hamilton

1. The Committee met at 1100, first in the Large Conference Room, then moving to
Room 5-5,

2. A proposal submitted by Dr. Atkins incorporating features of CIRC's 26 and_27a,
but involving a revised method of preparation of the pharmaceutical was con~
sidered. The proposal was submitted as an amendment to DBS-IND 299, It is
noted that in addition to the change in preparation, the types of patients to
be studied differs from those in the old CIRC's. It was agreed to designate the

_new proposal as CIRC 26 (3/30/71), with Dr. Atkins as the sponsor. With these
understandings,'zhe proposal was approved,

3, Notice was taken of the recent promulgation of notices by the FDA (Federal
Register, vol. 36, No.52, Wednesday, March 17, 1971) and the HEW (Policy Statement
to be issued April 15) which affect the constitution of and responsibilities of
CIRC. Among the new requirements is an annual review of clinical programs. 1In
anticipation of this, lists of CIRC proposals have been distributed among the
investigators with the request that they indicate which ones are active. The
responses received indicate that there are 34 inactive proposals, and 64 active
ones, of which 45 are now over one year old. No further action was taken, pending
further clarification and interpretation by the appointing authorities,

4, Further consideration was given to revision of CIRC forms.

S. A proposal submitted by Dr., Cohn to modify CIRC#36D by lowering the age limits

_for patients with Cushing's disease and those with thyrotoxicosis was considered.
Specific proposals with clinical data were submltted for four patients. After gecting

" “information from Dr. Cohn he was excused from thg meetlng VIhe.Eemalnlng“member§" _
passed the general request and the four special requests.

6. The meeting adjourned at 1205,

Respectfully submitted

Robertson, M,D,

/ck

cc: CIRC Committee
Mr. Finn
File

11801b3



The Committee on Clinical Investigations and Use of Radioisotopes

hereby approves the program with the following title:

EVALUATION OF LUNG SCANNING WITH 99mTc-ALBUMIN

MACROAGGREGATES

e

CIRC #_ 27-a has been assignead

o Cates (&% /;,'7) / 7é C

Place: Medical Research Center
Brookhaven National Laboratory
Upton, New York 11972

’

i

180 1bY

this program.

cf?,@cw,zC Co{?

Geor C. Coufias M.D., Chaifg

ung{%

Lewis M. Schiffer, M.D.

Molod Lot

Herbert Sa@efgrx

Knud Knudsen, M.D.
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Received:

&

FORM FOR INITIATION OR REVIEW OF CLINICAL V. P. Bond, M. D.
Chairman

CIRC #27-a
(Submit original only to Department Chairman) pare: Qct. 5, 1966

INVESTIGATIVE PROGRAMS

Title of the proposal: Evaluation of lung scanning with 99mTc—albumin macroaggregatl

Sponsoring physician(s): J. S. Robertson
Responsible investigator(s): H.L. Atkins, L. Schiffer

Brief description of the study, including its general goals and purpose; and

pertinent information on past studies: (Attach additional sheets if necessary.)

Macroaggregates of Il3l human serum albumin are being used routinely in many
medical centers for diagnosis of a number of lung conditions. Primarily the study
evaluates distribution of blood flow to the various segments of the lung. Scan-
ning of the lungs 1s carried out 5 minutes following intravenous injection of the
macroaggregates. Scans are performed in supine and prone positions.

The advantages of using 99mTc are 1) much reduced radiation dose due to short
Ty /o and virtual absence of beta; 2) scanning can be performed more rapidly and
accurately due to higher count rates; 3) material can be prepared when needed,
whereas keeping commercially-available 1131 1abeled material on hand is incon-
venient and expensive; and 4) no premedication with stable ilodide is required to
prevent irradiation to thyroid since material has largely decayed by the time
free Tc99m is released.

Reasons why the investigation(s) are to be performed on human subjects.

(linical need in patients undergoing ECI and other therapy.

Type of patient in which the study is to be done (including approximate number
of subjects, if known; special restrictions or requirements; method of obtain-
ing consent; etc.): Those patients will be studied who have pulmonary

symptomatology with no or minor X-ray changes.
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VSUPPLEMENTARY FORM FOR RADIOISOTOPE
ADMINISTRATION TO HUMAN BEINGS

A. Radioisotope

1.

2:

24 14
Species: (Radioisotope or labeled compound, eg. Na  Cl or 1-C” '- glucose)
Tec -albumin - macroaggregated

Physical characteristics: (Physical half-life; decay scheme (or type,

energy and relative frequenﬁg oﬁ Jgrgenh sions)

T /o = 6 hours, decay by y: O. lhO ke . g No B decay, <10% I.C.

0.002 keV 98 6%

Source: (BNL reactor, cyclotron, hot lab.), commercial supplier, etc,)
, .

Hot lab.

Preparation: (Target material, quantity, special problems)
At Hot lab according to prev1ously—uubm1tted and approved appllcatlon for
Te-albumin and then macroaggregated by heating in water bath to 75 C for 15 min.

Specific activity and isotopic purity of administered material:

eI is carrier-free and isotopically > 99.9% pure. Labeling will be

> 1 mCi/mgn albumin.
Radioassay and calibration procedures: (Include validation to be

performed at BNL prior to use)
Performed at Hot lab with same procedures presently used for ﬂc99m.
Vehicle and route of administration:
Suspended in physiological saline and administered intravenously.
Procedures for control of sterility and pyrogenicity: (Or note that
commercially supplied isotopes are certified as ready for administration
to human beings.) Sterile and pyrogen-free reagents used throughout.
Millipore filter C.OUS5 u used prior to aggregation.

Extraneous effects, if pertinent: (Such as pharmacological or toxic

actions of the parent compound or vehicle, etc.) None

B, Radiation Dosage

1.

2,

Biological half-life or half-lives, including slow components: 131
In lungs 0.25 d and 3.2 d. TIn blood O.L44 4 and 4.0 d (determined on I

labeled albumin macroaggregates).
Organ, cellular, or subcellular localization: (Should account for the

effects of special drugs or agents on altering the natural distribution
of the radioisotope) ‘
a, Critical or "target'" organ(s): Lung

b. Gonadal exposure: Equivalent to whole-body exposure.
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3. Sample calculations: (Dosage should be calculated for the whole body
and for "target' or other separate organs, where indicated)
Summary equations are desired; not extensive calculations. Standard
dosage equations from references such as Hine and Brownell's

Radiation Dosimetry, National Bureau of Standards Handbook 69, and

BNL Hospital Form 1167-A should be used where possible and the

reference cited.

Lungs: Ty /p 1, = 6 h (0.25 4) wt = 1000 gm 87% adm. dose
¢ in lungs
= h (0.25 4
/2 p (0-25 4) g =160
= h (1/8 4 —_ R .
T1/p ery = 30 (1/8 9) By = 0.01k MeV - (4,45,)
_ ey uc <
Dy = 73.8 x By x Ty /5 x C5¥ =0.56 rad T7=0.696 em®-R/mCi-hr
N _
D =0.0346 x 0 x T x[ x g = 2.16 rad Density of lung assumed to be
4 erf 1000 gm/1300 ml.
Total IB+7 = 2.73 rads for 5 mCl administered dose ‘Whole-body dose is less
than 0.070 rads which
Ref. (see below) is value for 5 mCi non-

C. Radiological Health Aspects aggregated Te I albumis

1. Hazards to other patients and to personnel from external or

internal radiation: None
2. Monitoring procedures, if necessary: -

3. Special procedures for handling waste products, excreta, biological

samples, etc,, where indicated: -

4, Plan for isotope accountability, if required: -

References:
1. McAfee, J.G. et al.: 99mTc labeled serum albumin for scintillation scanning.
J. Nucl. Med. 5: 936, 1965.
2. Furth, E.D. et al.: The distribution, metabolic fate and radiation dosimetry of 131I

labeled macroaggregated albumin. J. Nucl. Med. 6: 506, 1965.

3. Cwyther, M.M. and Field, E.O.: Aggregated Tco7"-labeled albumin for lung scinti-
scanning. Int. J. Appl. Rad. and Isot. 17: U485, 1966.

L, TLaken, M.K. and Bugby, R.D.: Visualization of the lung by methods of scintiphotograph;
Am. J. Roent., Rad. Therapy and Tsot. 97: 850, 1966.

ak ' ‘ 8 B'! b 1 June 25, 1663
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Are drugs not in the U, S, Pharmacopoeia (USP) or the NNR being used or con-
templated for use? Yes £ No

Is an unusual use of a drug(s) accepted by the USP or NNR contemplated? (An
example would be the use of an accepted drug in dosages far exceeding the
recommended limits or for purposes distinctly different from the usual indi-

cations cited.) Yes - No &

Are any biologicalrproducts to be administered that do not bear on their con-
tainers or labels notation of approval by the Biological Control Division of
the National Institutes of Health? Yes____No_E__
Is external or internal radiation other than accepted diagnostic or thera-
peutic procedures to be administered? Yes  No X _
Are any (other) unusual procedures being performed or proposed which in your
judgment may entail a special hazard - particularly a hazard above and beyond

any imposed by accepted diagnostic and therapeutic measures for that patient?

: Yes_ - No X
Are any radioisotopes to be administered to human beings? . Yes_X No
a. If yes, are the radioisotopes to be used solely within the limits of pro-
cedures, specifically described invthe usp? ) Yes__i_Nq X
Describe the radioisotopic preparation(s):
b. Or are the radioisotopes to be used only in accordance with a project
previously approved by the former Radioisotope Committee of this
Department? Yes__  No_ A

Note the project number: 27

ANY OF QUESTIONS 1 THROUGH 5 ARE ANSWERED AFFIRMATIVELY, a detailed analysis

potential hazards must be appended, including pertinent bibliographic cita-

tions and other relevant information,

IF

QUESTION 6 IS ANSWERED AFFIRMATiVELY, a completed supplementary form for

Radioisotope Administration to Human Beings must be appended, However, this form

need not be filed provided that question 6a or 6b is also answered affirmatively, A

separate form must be submitted for each radioisotopic species to be administered.

Committee on Clinical Investigations and

1
/i::/// Spensoring Physician
\
I3

Uses of Radioisotopes
Approval recommended L~ Date /’)/l C/C ;
! /

Disapproval Date

VP oD

1180168

V. P. Bond, M. D,
Chairman, Medical Department
6/25/63
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The Committee on Clinical Investigations and Use of Radioisotopes

hereby approves the program with the following title:

SCANNING OF LUNGS

CIRC # 27 has been assigned to this program,

e e (. Lotiog ™

Geotde C. Cdtzias, M,D., ChaTrman

Absent
Lewis M, Schiffer, M,D,

0 ﬁ
AM@%%ZJZé&M»w/

Knud D, Knudsen, M,D,

55 W A aee

Walton W. Shreeve, M,D,, Ph,D, (ex officio)

Date: JUN 2 0 1%5

Place: Medical Research Center
Brookhaven National Laboratory
Upton, New York

11801519



June 20, 1966

The Committee on Clinical Investigations and Use of Radio-
isotopes has reviewed the Circ. #27 entitled: "Scanning of Lungs"
and submitted by Drs. J.S. Robertson, L.M. Schiffer _and H.L. Atkins.
It was ascertained from Dr., Atkins that 300 pc of 1311 wi1l be given.

The Committee recommended approval of this proposal.

1180110
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A.

SUPPLEMENTARY FORM FOR RADIOISOTOP
ADMINISTRATION TO HUMAN BEINGS

Radioiéotope
1., Species: (Radioisotope or labeled compound, eg. Na24C1 or 1—C14- glucose)
131I—human serum albumin macroaggregates 10-50 p size
2. Physical characteristics: (Physical half-life; decay scheme (or type,
energy and relative frequency of major emissions)
T1/2 = 8.1 days Decay by P and y emission 0.364 MeV y 87%

3. Source: (BNL reactor, cyclotron, hot lab.), commercial supplier, etc.)
Commercial ;supplier (Squibb)

4, Preparation; CTarget maferial,'quantity; specibl problems)

hal ~\ s N e -,

S. Specific activity and isotopic purity of administered material:
Carrier-free 13T 800-1500 Ci/mgm albumin

6. Radioassay and calibration procedures: (Include validation to be
performed at BNL prior to use)
Calibration by supplier

7. Vehicle and route of administration: Intravenous administration.

8. Procedures for control of sterility and pyrogenicity: (Or note that
commercially supplied isotopes are certified as ready for administration

to human beings.) Supplied as sterile, pyrogen-free suspension,
certified by supplier.

9. Extraneous effects, if pertinent: (Such as pharmacological or toxic

actions of the parent compound or vehicle, etc.,) TNone reported.

Radiation Dosage
1. Biological half-life or half-lives, including slow components:
Tung T%/ p =120 mn pite body ~2b hrs
Liver 1/2 = 20 min ‘
2., Organ, cellular, or subcellular localization: (Should account for the

effects of special drugs or agents on altering the natural distribution

of the radioisotope) . "T

a, OCritical or '"target" organ(s): Iung 3 rads/300 pe
N N Whole body 0.7 rads

b. Gonadal exposure:
Equiv. to whole-body exposure.

it M2 = 3000k 4

180111



3. Sample calculations: (Dosage should be calculated for the whole body
and for '"'target' or other separate organs, where indicated)
Summary equations are desired; not extensive calculations. Standard
dosage equations from references such as Hine and Brownell's

Radiation Dosimetry, National Bureau of Standards Handbook 69, and

BNL Hospital Form 1167-A should be used where possible and the
reference cited.

Dosage calculations taken from the literature.
Ref: Wagner, H. N. Jr. et al. N.E.J. Med. 271: 377, 196k

Smith, E. J. Nucl. Med. 6: 231, 1965 (Comparison of 99mTc and
other radiopharmaceuticals)

C. Radiological Health Aspects

l. Hazards to other patients and to personnel from external or

internal radiation: -
2. Monitoring procedures, if necessary: -

3. Special procedures for handling waste products, excreta, bioiogical

samples, etc,, where indicated: _

4., Plan for isotope accountability, if required:
Ref: 1. Colloidal radiocalbumin aggregates for organ scanning. Exhibit at 10th
Annual Meeting, Soc. Nuclear Medicine, Montreal, June 26-29, 1963,
George V. Taplin et al.
2. Wagner, H. N. Jr., et al., N. Eng. J. Med. 271: 377, 1964,
3. Sabiston, D. C. and Wagner, H. N. Jr., Ann. Surg. 160: 575, 196k,

L. Haynie, T. P., et al., J. Nucl. Med. 6: 613, 1965.

ak 11801112 June 25, 1963



Received:

S 51966

FORM FOR INITIATION OR REVIEW OF CLINICAL D
V.P. Bond, M.
INVESTIGATIVE PROGRAMS , Chairman
(Submit original only to Department Chairman) CIRC #27
Title of the proposal: Scanning of lungs
Sponsoring physician(s): J.S. Robertson, L.M. Schiffer
Responsible investigator(s): H.L. Atkins

Brief description of the study, including its general goals and purpose, and

pertinent information on past studies: (Attach additional sheets if necessary,)

Pulmonary scanning is now an accepted clinical procedure for the
diagnosis of embolism and other pulmonary pathology. The purrose of
this application is for permission to perform such studies in vatients
in whom clinical symptoms and signs suggest pulmonary pathology,
particularly in those patients undergoing extracorporeal irradiation

of blood.

Reasons why the investigation(s) are to be performed on human sub jects,

As a clinical service on research patients.

Type of patient in which the study is to be done (including approximate number
of subjects, if known; special restrictions or requirements; method of obtain-

ing consent; etc,):

See above.

1180113
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G. 1. Are drugs not in the U, S, Pharmacopoeia (USP) or the NNR being used or con-
templated for use? Yes____ No X
2, Is an unusual use of a drug(s) accepted by the USP or NNR contemplated? (An
o example would be the use of an accepted drug in dosages far exceeding the
recommended limits or for purposes distinctly different from the usual indi-
cations cited,) Yes___ No X
3. Are any biological products to be administered that do not bear on their con-
tainers or labels notation of approval by the Biological Control Division of
the National Institutes of Health? ’ Yes__ No_X
4, Is external or internal radiation other than accepted diagnostic or thera-
peutic procedures to be administered? YesQ___No_jE_
5. Are any (other) unusual procedures being performed or proposed which in your
judgment may entail a spgcial hazard - particularly a hazard above and beyond
any imposed4by fccepted diagnostic and therapeutic measures for that patient?

- . Yes No X

6. Are any radioisotopes to be administered to human beings? Yes_ X No
a. If yes, are the radioisotopes to be used solely within the limits of pro-
cedures, specifically described in the USP? ' ~ Yes_ X No

Describe the radioisotopic preparation(s):

l3lI—labeled macroaggregates of human serum albumin.
b, Or are the radioisotopes to be used only in accordance with a project

previously approved by the former Radioisotope Committee of this
Department? Yes No X

Note the project number:

IF ANY OF QUESTIONS 1 THROUGH 5 ARE ANSWERED AFFIRMATIVELY, a detailed analysis
of the potential hazards must be appended, including pertinent bibliographic cita-
tions and other relevant information,

IF QUESTION 6 IS ANSWERED AFFIRMATIVELY, a completed supplementary form for
Radioisotope Administration to Human Beings must be appended, However, this form
need not be filed provided that question 6a or 6b is also answered affirmatively., A

separate form must be submitted for each radioisotopic species to 7e administered.

(i:ﬁggﬁsoring Physician
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