
RECAP SHEET 

CIRC 26R 

Title: Technetium-99m Labeled H u m a n  Serum Albumin (produced by the 
stannous ion method) : 99mTc-HSA (Sn) . 

Spon.Phys: H.L. Atkins Approvals 
Prin. Invest.: A. Ansari HSRC 
Others: J. Klopper Initial 

DEPT 

I. Zanzi 11/8/71 11/9/71 
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Recertification 
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Recertification 
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99m * Modification 
7/16/76 8/10/76 

Recertification 
5/11/77 5/17/77 
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Addendum Pts. studied: 

1971-72 - 1 pt. 
1972-73 - 29 pts. 6/8/77 6/10/ 7 7 

(Comparison studies between 
56 and 26R) 

1973-75 - 0 pts. 
1975-77 - 0 pts. 
1977-78 - 

*To include phase I11 Union Carbide Trial 
(IND 12026 Union Carbide IND) 

\ 

Purpose : To delineate the major blood vessels and heart blood pool 
€or evaluation of vascular disease or possible impaired heart 
function. 
hospital. 

To compare 99mTc-labeled red blood cells with 
serum albumin. 
26R and 56, the drawing of blood samples is necessary. 

This is to support other clinical programs in the 

9 9m Tc human 
In order to compare the same patients under CIRC's 

Radiation Dosimetry: The estimated absorbed radiation doses to an average pt. 
(70 kg) from an intravenous injection of a maximum dose o f  5 millicuries of 
Technetium Tc 99m are: 

Brain 0.047 
0.076 Marrow 

Kidneys 0.063 
Blad@er 0.166 
Ovaries 0.082 
Testes 0.079 
Total Body 0.073 

c 



BROOKHAVEN NATIONAL LABORATORY 

M E M O R A N D U M  

DATE: October 25, 1978  

TO : D r .  Chanana, A .  Harrison,  
J.  Matkovich 
R.  B . Aronson ,Ph . D . FROM : 

CIRC 2 6 R  e n t i t l e d  I '  Technetium-99m Labeled Human Serum Albumin 
(produced by t h e  stannous ion  method) : 99mTc-HSA(Sn)" and consent 243 
are now i n a c t i v e .  

RBA/ ck 
cc:  D r .  Atkins  

D r .  Zanzi 
HSRC 



BROOKHAVEN NATIONAL LABORATORY 

M E M O R A N D U M  

DATE: October 2.5, 1978 

TO : D r .  Chanana, A. H a r r i s o n ,  
J. Matkovich 

FROM : R.B. Aronson ,Ph. D. & 
SUBJECT: CIRC 26R 

CIRC 26R e n t i t l e d  'I Technetium-99m Labeled Human Serum Albumin 
(produced by t h e  s t annous  ion  method) : 99mTc-HSA(Sn)" and consent  243  
are now i n a c t i v e .  

REA/ ck 
cc: D r .  Atkins  

RIpLZn z i 



ClK No. HOSPITAL OF THE MEDICAL RESEARCH CENTER, 
BROOKHAVEN NATIONAL LABORATORY 

Upton, New York 1 1973 CIRC STATUS MEMO 

Title: 
Technetium-99m Labeled Human Serum Albumin (produced by t h e  s t a n n o u s  i o n  
method) : "Tc-HSA(Sn). 

D r .  Atk ins  To : Date: 9/21/78 

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 9/30/78 
be discontinued. 

dl Date 

Recap s h e e t  a t t a c h e d  

R.=ronson, Ph.D., Associate Chairman 

To R.B. Aronson, 

CIRC PROPOSAL NUMBER 26k IS: Continuing 0 Inactive @ 

Proposed substantive changes are attached 

Adverse effects that have been first noted since the last approval include: 

Since the last approval 0 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 
Patients involved in this study are referrals from or also studied at the following institution(s) 

and copies are attached. 

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

SiSned /d 2 /? S/ 
/ Principal Investigator Da!; / Sponso;/ing Physician Date 

* I  



-- 

I RECAP SHEET 

CIRC 26R 

, 

T i t l e :  Technetium-99m Labeled Human Serum Albumin (produced by t h e  
stannous ion  method) : 99mTc-HSA (Sn) . 

Spon.Phys: H.L. Atkins  
P r i n .  Inves t . :  A. Ansa r i  
O t h e r s :  J. Klopper 

I. Zanzi 

Consent:  243 

P t s .  s tud ied :  

1971-72 - 1 p t .  
1972-73 - 29 p t s .  
1973-75 - 0 p t s .  
1975-77 - 0 p t s .  
1977-78 - 

Approva Is 

I n i t i a l  
DEPT HSRC - - 

11/8/71 11/9/71 
R e c e r t i f i c a t i o n  

12/12/ 7 2 12/13/72 
R e c e r t i f i c a t i o n  

1/14/74 1/15/74 
R e c e r t i f i c a t i o n  

2/7/75 2/11/75 
R e c e r t i f i c a t i o n  

4/13/76 4/16/76 
* p lod i f i ca t ion  

7/16/76 8/10/76 
R e c e r t i f i c a t i o n  

5/11/77 5/17/77 
Addendum 

(Comparison s t u d i e s  between 

6/8/77 6/10/77 
R e c e r t i f i c a t i o n  

56 and 26R)  

*To inc lude  phase I11 Union Carbide T r i a l  
( I N D  12026 Union Carbide IND) 

Purpose:  To d e l i n e a t e  t h e  major blood vessels and h e a r t  blood poo l  
f o r  e v a l u a t i o n  of v a s c u l a r  d i s e a s e  o r  p o s s i b l e  impaired h e a r t  
func t ion .  T h i s  i s  t o  support  o t h e r  c l i n i c a l  p r o a r m s  i n  t h e  
h o s p i t a l .  

9 9m To compare 99mTc-labeled red blood ce l l s  wi th  
serum albumin. 
26R and 56, t h e  drawing of blood samples is necessa ry .  

T c  human 
I n  o r d e r  t o  compare t h e  same p a t i e n t s  under C I R C ' s  

R a d i a t i o n  Dosimetry: The e s t i m a t e d  absorbed r a d i a t i o n  doses  
(70  kg) from an i n t r a v e n o u s  inrjection o f  a maximum dose of 
Technetium T c  99m are: 

Bra in  0.047 
M a r r o w >  0.076 
Kidneys 0.063 
Bladder 0.166 
Ovar 1 e s 0.082 
Testes 0.079 
Total  Body 0.073 

t o  an 
5 m i l l i  

average p t  
. c u r i e s  o f  

- ,  



HOSPITAL OF THE MEDICAL RESEARCH CENTER, 
BROOKHAVEN NATIONAL LABORATORY 

Upton, New York 11973 

CONSENT FOR PROCEDURE, STUDY, OR 
DRUG UNDER CLINICAL INVESTIGATION 

- 243- 

PAV. __ 

1.M.- 

I understand that research patients of the Hospital of the Medical Research Center, Brookhaven National Laboratory, are asked 
to participate in procedures and studies not established as current medical practice but which are undertaken to discover and evaluate 
new methods of diagnosis and treatment of certain diseases and to study the nature of  a disease, or the effectiveness of current 
methods of treatment, in the hope that a better understanding will lead to more effective control and even its eradication. 

I understand that the procedure explained below 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 the study may not be revealed to me. 

The following has been stated to me by Dr. .......................................................... : 

Blood Pool  Imaging w i t h  Technetium-9% Human Serum Albumin 

Technetium-99m labe led  human serum albumin is  t o  be i n j e c t e d  intravenously and 
s c i n t i p h o t o s  obtained of i t s  d i s t r i b u t i o n  i n  the  body. 
t h e  r a d i o a c t i v i t y  a number of blood samples may be c o l l e c t e d  using an indwelling 
b u t t e r f l y  type  needle  which may be k e p t  i n  place f o r  several hours.  
50 m l  of blood w i l l  be c o l l e c t e d .  
blood and u r i n e  samples i s  f o r  experimental  purposes.  

could g i v e  r i s e  t o  i n f e c t i o n  and/or  l o c a l i z e d  bleeding i n t o  t i s s u e s .  
dose received i n  t h i s  procedure is  approximately 1/50 of t h e  dose permitted r a d i a t i o n  
workers each y e a r .  

major blood v e s s e l s  and h e a r t  blood pool  f o r  e v a l u a t i o n  of vascu la r  d i s e a s e  o r  p o s s i b l e  
impaired h e a r t  func t ion .  

hazards i n  terms of r a d i a t i o n ,  t h e  need f o r  c a t h e t e r i z a t i o n ,  and the p o s s i b l i t y  of a 
drug r e a c t  i on .  

Following t h e  i n j e c t i o n  of 

No more than  
Urine samples may a l s o  be obtained. C o l l e c t i o n  of  

Discomforts and r i s k s :  One o r  two venipunctures  which r a r e l y  but conceivably 
The r a d i a t i o n  

The examination i s  be l i eved  t o  be of some b e n e f i t  t o  t h e  p a t i e n t  i n  o u t l i n i n g  t h e  

A l t e r n a t i v e  procedures such a s  radiographic  angiography e n t a i l  much g r e a t e r  

I have been advised that if I wish a more detailed explanation of any of  these matters i t  will be given. (If additional information 
i s  given, a summary should be attached.) 

I understand I am free to withdraw my consent and discontinue participation in this activity at any time, without prejudice to me. 

I have read the foregoing and hereby consent to participate in this procedure. 

PATIENT'S N A M E  

SIGNED BY: 

(Patient and, when necessary, Legal Guardian) (Date) 

WITNESS: 
(Date) 

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 
I 

Form 19138 -243-  



HOSPITAL OF THE MEDICAL RESEARCH CENTER, 
BROOKHAVEN NATIONAL LABORATORY 

Upton, New York 11973 ClRC STATUS MEMO 
CIRC No. 

~ 

Title: 
Technetiuy99m Labeled Human Serum Albumin (produced by the stannous ion 
method) : %C-HSA(S~) . 

! 
To : I Date: m- 

Please indicate below whether t h b  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 I N D  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 
be discontinued. 

Recap sheet attached 
Annual report due to FDA 

R.B. Aronson, Ph.D., Associate Chairman Date 

T o  R.B. Aronson, 

CIRC PROPOSAL NUMBER IS : Continuing Inactive 0 
Proposed substantive changes are attached 

Adverse effects that have been first noted since the last approval include: 

! 
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 i+ 

The investigational consent form(s) used in this project are numbered 
Patients involved in this study are referrals from or also studied at the following institution(s) 

and copies are attached. 

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

Signed 
Principal Investigator Date Sponsoring Physician Date 

Farm 1970A 



BROOKHAVEN NATIONAL LABORATORY 

M E M O R A N D U M  

DATE: Piarch 1, 1978 

TO : HSRC 

FROM: H. L. A tk ins  &?e 
SUBJECT : 

Please i n c l u d e  D r .  Zanzi ' s  name on the fo l lowing  CIRCs: 

15R 
2 6R 
42 
45R 
56 
63R 
99R 
109 
113 
120 
126 
14 4 
145 

H e  w i l l  be he lp ing  out  i n  Nuclear Medicine w i t h  patient c a r e  du r ing  
times t h a t  I must be away. 

c c :  I. Zanzi  
A.D. Chanana 

t t 80048 



BROOKHAVEN NATIONAL LAB( 

M E M O R A N D U M  

TO : HSRC 

TORY 

DATE: October 5 ,  1977 

&@&/ FROM: H.L. Atkins,  M.D. , 

SUBJECT: 

Please resume carrying my name a s  sponsoring physician for  the 
fo l lowing CIRC numbers which have been under D r .  Ansari in my 
absence : 

130 
136 

15B 

139 
144 

15R 

26R 113 145 
42 120 45R 
6 3R 
70 ' 
84 
9 9R 

101 
107 
109 17 . 112 

123 
126 
128 

cc:  Dr. Chanana 
A. Harrison 
J .  Matkovich 



i 
Minutes of t he  

BNL Human S t u d i e s  Review Committee 

8 June 1977 

P r e s e n t :  A. Ansar i ,  D. Christman, R. Love, C. Meinhold, N.P. Rathvon, Jr., 

Also p r e s e n t :  A l t e r n a t e  - J. Stone 

Absent: D. Borg 
Excused: H. Connell ,  R. Doremus, G. Price 

I. Zanzi 

S e c r e t a r y  - C. Kerr 

The meeting w a s  h e l d  i n  t h e  H o s p i t a l  Conference Room of  t h e  Medical 
Research Center  and c a l l e d  t o  o r d e r  by Mr. Rathvon a t  1400. 

The minutes  of 11May 1977 w e r e  accepted as  d i s t r i b u t e d .  

C I R C  145 - "Evaluation of Pulmonary V e n t i l a t i o n  Using Kr-8lm" i s  a new 
p roposa l .  The Committee approved t h i s  C I R C  c o n t i n g e n t  upon t h e  following: 

1. 
2 .  

3 .  On b o t h  new consent forms s p e l l  out  t h e  name o f  t h e  i s o t o p e ,  e.g., 

4. Page 3 of p ro toco l ,  f i r s t  t h r e e  l i n e s  should r ead :  

C I R C  form 2-2, F4d - Should be  marked "not a p p l i c a b l e "  
C I R C  form 2-3 ,  A3 - The a b b r e v i a t i o n  for BLIP should be s p e l l e d  
o u t  as Brookhaven Linac I s o t o p e  Producer (BLIP). 

r ad iok ryp ton  (Kr 81m) and xenon(Xe 121) .  

"ed t o  a d i s p o s a b l e  p r e s t e r i l i z e d  0.45-ym b a c t e r i a l  f i l t e r  
( N i l l i p o r e  Corp., Bedford, MA) through a s t a i n l e s s  s t e e l  
a d a p t e r  (Clay-Adams Inc.  , New York, NY) . I t  

5. Page 3 of p r o t o c o l ,  l a s t  sen tence  should r ead :  
t 

"The la t te r  system h a s  been developed f u r t h e r  by m i n i a t u r i z i n g  
t h e  gene ra to r  (lJ.,12) and by the  a d d i t i o n  of a 0.45-:~ f i l t e r  
(1) t o  produce a s t e r i l e  e f f l u e n t . "  

6. 

C I R C  56 - "Blood Pool and Sp leen  Scanning wi th  

1. The purpose of t he  s t u d y  w i l l  be t o  e v a l u a t e  t h e  use of technetium- 
l a b e l e d  red ce l l s  as scann ing  agent  f o r  blood p o o l s ,  and o f  denatured 
technet ium-labeled r e d  ce l l s  as scanning agen t  f o r  t h e  spleen.  
Consent form for Blood Pool Imaging wi th  Technetiurn-99m Red Blood Cel ls ,  
f i r s t  paragraph,  f o u r t h  s e n t e n c e  should r ead :  

C I R C  is-approved f o r  p a t i e n t s  18 years  and over .  

99m Tc-Labeled 3ed Cel ls" .  
Annual r e c e r t i f i c a t i o n  was approved providing:  

2. 

"Following t h e  i n j e c t i o n  of the r a d i o a c t i v i t y  a number of blood 
samples may be c o l l e c t e d  using an i n - p l a c e  b u t t e r f l y  type need le  
which may be kep t  i n  p l a c e  f o r  s e v e r a l  hour s . "  

Pe rmis s ion  w a s  granted t o  do comparative s t u d i e s  w i t h  t h e  sm.e T a t i e n t s  i n  
C I R C  56 and 26 Rev. 

rc"-- 

C I R C  26 Xev. - "Technetium-99m Labeled Human Serum Albumin (produced by t h e  
s tannous i o n  method): 99mTc-SHA(Sn)" - Addendum. 
s t a t e d  above w i t h  the  recommendation t h a t  t he  consent  form f o r  Blood Pool Imaging 

This  addendum was approved as 



wi th  Technetium-9% Human Serum Albumin, f i r s t  paragraph,  second sentence b e  
changed t o  r ead :  

"Following th2  i n j e c t i o n  of t h e  r a d i o a c t i v i t y  a number of blood 
samples may be c o l l e c t e d  us ing  an indwe l l ing  b u t t e r f l y  type 
need le  which may be k e p t  i n  p l a c e  f o r  s e v e r a l  hours ."  

CIRC 119 - "Disorders of S k e l e t a l  Hetabolism i n  Hematological Diseases". 

C I R C  126 - "Whole Body Imaging wi th  wi th  Rad ioac t ive  67Ga as Gallium Citrate". 

Approved f o r  annual  r e c e r t i f i c a t i o n .  

Approved f o r  annual  r e c e r t i f i c a t i o n  w i t h  the  s t i p u l a t i o n  t h a t  t h e  f i r s t  s en tence  
i n  t h e  last  paragraph on t h e  new consen t  f o m  be changed t o :  

"The procedure i s  done f o r  d i a g n o s t i c  reasons."  

C I R C  135 - "Chromosomal Aber ra t ions  i n  Genetic Diseases". Approved f o r  
annual r e c e r t i f i c a t i o n  providing The Johns Hopkins U n i v e r s i t y  School of  X e d i c i n e ' s  
I n s t i t u t i o n a l  Review Committee approval  i s  ob ta ined .  

The Committee acknowledged r e c e i p t  o f  the fo l lowing :  

1. Memo of 6/1/77 from D r .  Ansar i  d e c l a r i n g  C I R C  125 i n a c t i v e .  
2. 
3 .  D r .  Chris tman's  r e p o r t  t o  HSRC on"Effects  & Problems of I n j e c t i o n s  

An a r t i c l e  e n t i t l e d  "Neglected Aspects of Informed Consent". 

of High S p e c i f i c - A c t i v i t y  Particle Emit ters" .  

The 'Cha iman  r eques t ed  t h a t  i t e m  3 be d e f e r r e d  and d i s c u s s e d  e t  a f u t u r e  
meeting. 
be p r e s e n t  when t h i s  t o p i c  i s  d i scussed .  

M r .  Rathvon w i l l  send a memo t o  a l l  Committee inembers a s k i n g  them t o  

D r .  Ansa r i  mentioned t h a t  he h a s  no t i ced  some i n c o n s i s t e n c i e s  i n  r e l a t i o n  
t o  t h e  Committee's wording and approval  of va r ious  consen t s .  

One of  t h e  Committee members suggested t h a t  perhaps Mr. Meinhoid g ive  a l e c t u r e  
t o  t h e  Committee informing them of t h e  n a t u r a l  r a d i a t i o n  exposure r ece ived  p e r  , 

year p e r  i n d i v i d u a l .  

The nex t  meeting of  HSRC i s  scheduled f o r  J u l y  13, 1977 a t  2:OO A.i i n  t h e  
H o s p i t a l  Conference Room. 

The meet ing adjourned a t  1500. 

R e s p e c t f u l l y  submi t t ed ,  

" 

Carole Kerr 
S e c r e t a r y  



t 

Minutes of  t he  

BNL Human Studies  Review Committee 

11 May 1977 

Present :  A. Ansari, D. Christman, H. Connell ,  R. Doremus, R. Love, N.P. Rathvon, 

Also present :  A l t e rna te  - L. Owen 
Sec re t a ry  - C. Kerr 

Absent: D.C. Borg 
Excused: C. Meinhold 

I. Zanzi 

The meeting w a s  he ld  i n  the  Large Conference Room of t h e  Medical Research 
Center and c a l l e d  t o  order  by M r .  Rathvon a t  1405. 

The minutes of  t h e  previous meeting he ld  on 9 March 1977 were accepted 
as d i s t r i b u t e d .  

All of t h e  fol lowing CIRC'S were approved f o r  annual r e c e r t i f i c a t i o n :  

CIRC# T i t l e  

15 Rev. 

26 Rev. Technetium-99m Labeled Human Serum Albumin (produced by the  

42 '*E' Bone Scanning 

62 Medical Studies o f  Marshal lese  People Accidenta l ly  Exposed t o  

C l i n i c a l  Use of  "Tc Su l fu r  Col loid 
._>-.I . -. .-.- 

stannous ion method) : g%Tc-SHA(Sn) 

Radioact ive Fa l lou t  i n  1954 

63 Rev. Evaluat ion of Iodine-123 as Sodium Iodide 

70 Detect ion of Impaired Pulmonary Function with Mass-Spectrographic 
Tracer Technique 

113 Labeling of Blood Elements wi th  Radioactive Nuclides 

123 C l i n i c a l  and Metabolic Evaluat ion o f  the  Response of Renal 
Osteodystrophy t o  t h e  Treatment of Diet; 25 Hydroxychole- 
c a l c i f e r o l ;  1-alpha Hydroxycalciferol  and 1,25 Dihydroxy- 
c h o l e c a l c i f e r o l  

136 Evaluat ion Human Ca lc i ton in  BA 47175 Treatment of Pagent 's  Disease 
of Bone 

C I R C  LOA Rev. "Studies of Calcium K i n e t i c s  i n  Man" and CIRC 108 "Glucagon i n  
the  Treatment of  Paget ' s  Disease of Bone" were approved f o r  annual r e c e r t i f i c a t i o n  
providing t h a t  the  t h i r d  paragraph on consent  form 175 be changed t o  read: 

"The a t t endan t  discomforts and r i s k s  der ived from the  vein puncture 
necessary  f o r  the i n j e c t i o n  of 47Ca and f o r  s eve ra l  blood samples 
(approximately 2 m l  (cc)  of plasma p e r  day up t o  t en  days)  a r e  the  
remote p o s s i b i l i t y  of pa in ,  b leeding  o r  i n f e c t i o n  a t  t h e  s i t e  of the  
v e i n  punctures  . I '  



HSRC Minutes of 
11 May 1977 (Cont'a.) 

- 2 -  

CIRC 109 Rev. - "201Thallium as Thallous Chloride in Sodium Chloride for 
Myocardial Visualization!' 
this review. Both were approved. 
the Thallium 201 project between BNL and the Special Procedures Laboratory of 
the Nassau Hospital X-ray Department and the Cardiopulmonary Laboratory was 
requested and also approved. 
will be added to the list of investigators. 

Revision and recertification were the purpose of 
D r .  hsari's request for the continuation of 

Drs. P. Mandel and H. Epstein from Nassau Hospital 

CIRC 99 Rev. - "Detection of Melanoma with 1-123 4-(3-dimethylaminopropyl- 
ino)-7-iodoquinoline". This addendum to change the method of the production of 

E31-43WQ and to include North Shore University Hospital was approved. 
the Committee's understanding that biopsies will be done elsewhere - not at BNL. 

It is 

CIRC 144 - "Evaluation of I8FDG in the Diagnosis of Disease of the Brain and 
Heart" - Initial proposal. 
the Committee and suggested that the Committee view the PETT 111 in operation. 
The meeting adjourned at 1500 hrs. and reconvened at 1515 and the CIRC was approved 
with the recommendation that the consent form reads: 

Drs. Ansari and Christman explained the protocol to 

First paragraph: 
"Approximately 5 mCi of radioactive I8FDG (a glucose-like compound) will be 
administered intravenously. 
heart and brain, images will be taken using imaging devices (a gamma camera 
and the PETI: I11 tomograph). 
l8FDG and indicate the location and extent of any defect present. 
blood samples (total of 20 ml - about two tablespoons) will be drawn through 
an in-place needle or an intra-arterial catheter inserted in the arm vein or 
artery. 
minutes. Urine w i l l  also be collected at the end of the study. Blood and 
urine will be assayed for radioactivity and I8FDG metabolites. ?he use of 
~ ~ F D G  is experimental. 

When the compound has been transported to the 

The images obtained show the distribution of 
Serial 

The blood samples will be obtained for a total time not exceeding 60 

Last sentence on the consent should read: 
Alternative metabolical procedure's available are 'also experinental . I 1  

I 1  

The Committee acknowledged receipt of the following: 

1. Two memorandums (4113177 and 4/22/77) from Drs. Ansari and Zanzi 
changing the Sponsoring Physician on CIRC'S 10A,67,121 and 123. 

2. Dr. Cronkite's memo of 4/15/77 stating that CIRC 110 entitled 
"Studies of Antigen-Induced Mechanisms in Human Lymphocytes" is 
inac tive . ' 

3. CIRC 120 - Dr. Ansari's response to questions raised by the Committee 
at the 3/9/77 meeting. 

CIRC 112 - "Clinical Evaluation of 25 Hydroxycholecalciferol Hydrate in the 
Therapy of Bone Disease Resulting from Malabsorption of Calcium". 
CIRC was hand delivered to various committee members and was approved for annual 
recertification. 

On 4/13/77 this . 

The next HSRC meeting will be held on Wednesday, 8 June 1977 at 1400 hrs. in 
the Large Conference Room. - 

The meeting adjourned at 1610. Respectfully -. ~ submitted, 

Carole Kerr 
Secretary 

.- ,' , f 1 8 0 0 5 3  



B R O O K H A V E N  N A T I O N A L  L A B O R A T O R Y  

M E M O R A N D U M  

DATE: June 15, 1977 

TO : HSRC 

FROM : A. N. Ansari 

SUBJECT: Discontinuation of Consents 
178, 186, and 187 

Would you please discontinue the use of t h e  following 

consents : 

1. For CIRC 26R, discontinue Consent 178, retaining Consent 

/,I 243.  

For CIRC 56, discontinue Consents 186 and 187, retaining 

Consents 2 4 1  and 242.  

2 .  

..- 
,' . .:. /.. 



HOSPITAL OF THE MEDICAL RESEARCH CENTER, 
BROOKHAVEN NATIONAL LABORATORY 

Upton, New York 11973 

CLINICAL INVESTIGATION AUTHORIZATION FORM 

I 
ClRC No. 

26 Rev. 
PURPOSE OF REVIEW: 

0 INITIAL ADDENDUM 
'ITLE: Technetium- 9% Labeled Human Serum Albumin (produced by 

REVISION 0 RECERTIFICATION 
the stannous ion method) : 9%c-SHA(Sn) 

0 REACTIVATION 

TO CHAIRMAN, HSRC. 
THE PROPOSAL FOR CLINICAL INVESTIGATION IDENTIFIED BY THE ABOVE ClRC NUMBER A N D  TITLE IS FORWARDED HEREWITH FOR REVIEW AND RECOMMENDATION. 

1 
vLu.3;. Date 17 Add end um [L &, L 

TO CHAIRMAN, MEDICAL DEPARTM~NT: 

THE HSRC REVIEWED THE ABOVE IDENTIFIED PROPOSAL ON 

WITH THE FOLLOWING MODIFICATIONS: 

A N D  RECOMMENDS 

Consent form for Blood Pool Imaging with Technetium-99m Human Serum 
Albumin be changes to read: 

First paragraph, 2nd sentence: 

"Following the injection of the radioactivity a number of blood 
samples may be collected using an indwelling butterfly type 
needle which may be kept in place for several hours." 

U. REINCKE, Alternate 

D.D. JOEL, Alternate 

J.P. STONE, Alternate ;, , ,) ;. R. DOREWJS 
. .  / 

N.P. RATHVON, JR., Chairman 

1 . d  -4 ; L I,(.., b . I .  - 
G.A. PRICE, Alternate -7 L.D. HAMILTON (Alternate Chairman) - . ,D.R. CHRISTMAN 

' j  I 
./ .I .,-/:,- ..; . / L. c \... L \'. 

H.R. CONNELL C.B. MEINHOLO L. OWEN, Alternate 

3 

W. SHREEVE, Alternate . D.C. BORG 
. / I , ' ,  , 7 

' ! I  
RA. Love A. UPTON, Alternate I. Z A N Z L  'LL '4 

\ 
To Drs. Ansari,Atkins ,Klopper, 

THE ABOVE TITLED AND NUMBERED PROPOSAL IS Approved SUBJECT TO THE FOLLOWING. 

Investigational consents 178 and 243 to be used on this CIRC. 

/ f i j -~7_7 - t I 8 0 0 5 5  E.P. CRONKITE, M.D., Chairman, Medical Department Dote 

cc: Above investigators, Dr. Chanana, A. Harrison, J. Matkovich 
Form 1936C 



BROOKHAVEN NATIONAL LABORATORY 

M E M O R A N D U M  

DATE: June 3,  1977 

TO : HS RC 

FROM: A. N. Ansa r i  

.-\ 
SUBJECT: -- 'CIRC 26R and C I R C  56 

It is  planned t o  ompare t h e  same p a t i e n t s  under C 6 g  26R and 
T c  human C I R C  56, i .e.  , u s i n g  9'?Cc-labeled r ed  blood c e l l s  and 

serum albumin (HSRC minutes Dec. 8 ,  1976).  The fol lowing changes 
t o  C I R C  26R and 56 a r e  t h e r e f o r e  necessa ry :  

r- I CIRC 26R: 
1 
1 
j A .  Purpose 

1. To d e l i n e a t e  t h e  major blood vessels and h e a r t  blood p o o l  
f o r  e v a l u a t i o n  of v a s c u l a r  d i s e a s e  o r  p o s s i b l e  impaired h e a r t  
func t ion .  Th i s  i s  t o  support  o t h e r  c l inical  programs i n  t h e  hos- 
p i t a l .  

2. To compare ' 3 c - l a b e l e d  r ed  blood cel ls  wi th  '%c human 
serum albumin. 
26R and 56, t h e  drawing of blood samples i s  necessary.  

I n  o r d e r  t o  compare t h e  same p a t i e n t s  under C I R C ' s  

B. Revised consent  form --Blood Pool Thaging wi th  Tc-99m Ruman 
Serum Albumin 

___.L *- 

C I R C  56: 

A .  Purpose: 
Tc-labeled r ed  ce l l s  as scanning agent  f o r  blood pools, and of denatured 
Tc-labeled reg ce l l s  as scanning agent  f o r  t h e  sg&en. F u r t h e r  we 
w i l l  compare 
bumin. 
t h e  drawing o f  blood samples is necessa ry .  

should be : 

f o r  e v a l u a t i o n  of v a s c u l a r  d i s e a s e  o r  p o s s i b l e  impaired h e a r t  
f u n c t i o n .  
p i t a l .  

It is  planned t o  e v a l u a t e  t h e  f e a s i b i l i t y  of u s i n g  

9mTc-labeled red blood c e l l s  w i t h  T c  human serum a l -  
I n  o r d e r  t o  compare t h e  same p a t i e n t s  under CTRC's 26R and 56, 

Main c l i n i c a l  uses i n  case  of s u c c e s s  of t h i s  l a b e l i n g  procedure 

1. To d e l i n e a t e  t h e  major blood vessels and h e a r t  blood p o o l  

This  i s  t o  support  o t h e r  c l i n i c a l  programs i n  t h e  hos- 

2.  P l a c e n t a l  l o c a l i z a t i o n  
3 .  Spleen scanning f o r  de t e rmina t ion  of s i z e ,  l o c a t i o n ,  i n f a r c t s ,  

e t c .  

B. Revised consent  forms f o r  Blood Pool Imaging with Tc-9% Red Blood 
Cells and Spleen Imaging wi th  Tc-9% Red Blood Ce l l s .  

Applicable  forms are a t t a c h e d .  



HOSPITAL OF THE MEDICAL RESEARCH CENTER, 
BROOKHAVEN NATIONAL LABORATORY 

Upton, New York 1 1973 

CONSENT F O R  PROCEDURE, STUDY, OR 
DRUG UNDER CLINICAL INVESTIGATION 

PAV. - 

O.P. - 

1.M.- 

I understand that research patients of the Hospital of the Medical Research Center, Brookhaven National Laboratory, are asked 
to participate in procedures and studies not established as current medical practice but which are undertaken to discover and evaluate 
new methods of diagnosis and treatment of certain diseases and to study the nature o f  a disease, or the effectiveness of current 
methods of treatment, in the hope that a better understanding will lead to more effective control and even its eradication. 

I understand that the procedure explained below is experiment 01, and that at the present time no assurance can be given that my 
Dorticipation will be directly beneficial to me. ,I have been informed that the timing and sequence of the study may not be revealed to me. 

The following has been stated to me by Dr. .......................................................... : 

Blood Pool Imaging w i t h  Technetium-9% Human Serum Albumin 

Technetium-9% l a b e l e d  human serum albumin i s  to be i n j e c t e d  in t r avenous ly  and 
, c i n t i p h o t o s  obtained of i t s  d i s t r i b u t i o n  in t h e  body. 
.he r a d i o a c t i v i t y  a number of bloodbsamples may be c o l l e c t e d  u s i n g  an indwelling 
i u t t e r f l y  type  need le  
lay a l s o  be obtained.  C o l l e c t i p n  of blood and u r i n e  sampl\es is f o r  expnerimental 
urposes .  

o u l d  g i v e  rise t o  i n f e c t i o n  and/or  l o c a l i z e d  b l eed ing  i n t o  t i s s u e s .  
ose rece ived  i n  t h i s  procedure i s  approximately 1/50 
- a d i a t i o n  workers each y e a r .  

The examination is b e l i e v e d  t o  be of some b e n e f i t  t o  t h e  p a t i e n t  i n  o u t l i n i n g  
he major  blood v e s s i i 2 a n d  _- - h e a r t  blood pool  f o r  e v a l u a t i o n  of v a s c u l a r  d i sease  o r  
o s s i b l e  impa i rec fhea r t  f u n c t i o n .  

A l t e r n a t i v e  procedures  such a s  r a d i o g r a p h i c  angiography e n t a i l  much g r e a t e r  
a z a r d s  i n  terms of r a d i a t i o n ,  t h e  need f o r  c a t h e t e r i z a t i o n ,  and t h e  p o s s i b i l i t y  
f a drug r e a c t i o n .  

Following t h e  i n j e c t i o n  of 

N o  more t h a n  50 m l  of blood w i l l  be c o l l e c t e d .  Urine samples 

-, ,- s~-c.,- . .c w* .- r u' j i :  )i. s L .  k-'.&Cc I ,  -rr~,>J ;,* b&&/\ J& z>. , 

Discomforts  and r i s k s :  One o r  3wo ven ipunc tu res  which r a r e l y  b u t  conceivably 
The r a d i a t i o n  

o f  t h e  dose  permitted 

' I have been advised that if I wish a more detailed explanation of any of these matters it will be given. (If additional information 
is given, a summary should be ottoched.) 

I understand 1 om free to withdraw my consent and discontinue participation in this activity at  any time, without prejudice to me. . 

I have read the foregoing and hereby consent to participate in this piacedure. 

\ 

. 

'ATIENTS NAME 

-IGNED BY: 

(Patient and, when necessary, Legal Guardian) (Date) 

WITNESS: 
(Date) 

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 
--- 

Farm 19138 
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HOSPITAL OF THE MEDICAL RESEARCH CENTER, 
BROOKHAVEN NATIONAL LABORATORY 

Upton, New York 1 1973 

' 

CONSENT F O R  PROCEDURE, STUDY, OR 
DRUG UNDER CLINICAL INVESTIGATION 

PAV. - 

O.P. - 

-178- 

I understand that research patients of the Hospital of the Medical Research Center, Brookhaven National Laboratory, are asked 
to participate in procedures and studies not established as current medical practice but which are undertaken to discover and evaluate 
new methods of diagnosis and treatment of certain diseases and to study the nature of a disease, or the effectiveness of current 
methods of treatment, in the hope thot a better understanding will lead to more effective control and even i ts  eradication. 

I understand that the procedure explained below i s  experimental, and that at the present time no assurance con be given that my 
participation will be directly beneficial to me, I have been informed that the timing and sequence of the study may not be revealed to me. 

The following has been stated to me by Dr. .......................................................... : 

Technetium-9% labeled human serum albumin i s  t o  be i n j e c t e d  i n t r a v e n o u s l y  and 
s c i n t i p h o t o s  ob ta ined  of i t s  d i s t r i b u t i o n  i n  t h e  body. 
conveniences are a s s o c i a t e d  w i t h  i t s  use.  
as t h e  r a d i a t i o n  dose r e c e i v e d  by t i s s u e s  i n  many s t a n d a r d  d i a g n o s t i c  procedures.  
r a d i a t i o n  dose r e c e i v e d  i n  t h i s  procedure i s  approximately one t e n t h  of t h e  dose per -  
m i t t e d  occupa t iona l  r a d i a t i o n  workers each yea r .  
by t h e  needle  puncture  i s  extremely rare. 
t o  t h e  p a t i e n t  i n  o u t l i n i n g  t h e  major blood v e s s e l s  and h e a r t  blood pool for  e v a l u a t i o n  
of v a s c u l a r  d i s e a s e  o r  p o s s i b l e  impaired h e a r t  f u n c t i o n .  No non-experimental  a l t e r n a t e  
method is a v a i l a b l e  a t  lesser r i s k .  

No p a r t i c u l a r  hazards  o r  i n -  
The r a d i a t i o n  dose i s  of t h e  same nagni tude 

The 

The chance of i n t r o d u c i n g  an i n f e c t i o n  
The examinat ion i s  b e l i e v e d  to  be some b e n e f i t  

I have been advised that if I wish a more detailed explanation of any of these matters it will be given. (If additional information 
is given, a summary should be ottached.) 

I understand I am free to withdraw my consent and discontinue participation in this activity at any time, without preiudice to me. 

I have read the foregoing and hereby consent to participate in this procedure. 
I 

PATIENTS N A M E  

SIGNED BY: 

(Patient and, when necessary, Legal Guardian) (Date) 

! 
WITNESS: 

(Do re) 
I 

! 

I 
1 

I ,  the undersigned, herewith affirm that I have explained the above to Mr. (Mrs.) (Miss) 
and I am willing to answer further inquiries. 

i 
M.O. DATE ~ 

I 
Form 19136 -178- 



ClRC No. 

26 Rev. 
HOSPITAL OF THE MEDICAL RESEARCH CENTER, 

BROOKHAVEN NATIONAL LABORATORY 
Upton, New York 11973 

PURPOSE OF REVIEW: 
CLINICAL INVESTIGATION AUTHORIZATION FORM 

0 INITIAL 0 ADDENDUM 
Technetium-99m Labeled Human Serum Albumin (produced by TITLE. 

the stannous ion method) : 99qc-SHA(Sn). 0 REVISION RECERTIFICATION 

0 REACTIVATION 

TO CHAIRMAN, HSRC. 
THE PROPOSAL FOR CLINICAL INVESTIGATION IDENTIFIED BY THE ABOVE ClRC NUMBER A N D  TITLE IS FORWARDED HEREWITH FOR REVIEW AND RECOMMENDATION. 

Annual Recertification E.P. CRONKITE, MD., Chairmon, Medical Deparment Date 

A AND RECOMMENDS ? Qr.: L’  

TO CHAIRMAN, MEDICAL DEPARTMENT: 

THE HSRC REVIEWED THE ABOVE IDENTIFIED PROPOSAL ON 

WITH THE FOLLOWING MODIFICATIONS: 

I 
JY 

U. REINCKE, Alternate 

C.W FLOOD, Alternate 

J.P. STONE, Alternate 

A- 
L D HAMILTON Alternote OK an) 

d. 7 ,  H.R. CONNELL C B MEINHOLD 

.=I& / 
IL .A ’ c .I 

D C  BORC 

/ 

A UPTON, Alternate 

To Drs. Ansari, Atkins and Klopper, 1’ 

SUBJECT TO THE FOLLOWING. THE ABOVE TITLED AND NUMBERED PROPOSAL IS *pproved 

Investigational consent # 178 to be used on this CIRC. 

P 

r7/7”29 7 1  - 
Dote E.P. CRONKITE, M.D.. Chairman, Medical Department 

cc: Dr. Chanana, A. Harrison, J. Matkovich 
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26 Rev. 

HOSPITAL OF THE MEDICAL RESEARCH CENTER, 
BROOKHAVEN NATIONAL LABORATORY 

Upton, New York 11973 CIRC STATUS MEMO 

Title: Technetium-99m Labeled Human Serum Albumin (produced by 
method) : 9 9 m ~ c - ~ ~ ( ~ ~ ) .  

T ~ :  D r .  Ansar i  Date: 3/24/77 

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 4/15/77 , approval of the proposal will automatically 

n- A 
be discontinued. 

Recap s h e e t  a t t a c h e d .  --, -, I I 

’ R.B. h&-&n, Ph.D., Associate Chairman’ / D&e 

To R.B. Aronson, 

CIRC ,PROPOSAL NUMBER 26R IS: Continuing Inactive 0 
Proposed substantive changes are attached None 

Adverse effects that have been first noted since the last approval include: 

None 

Since the last approval 0 patients have been submitted to the experimental regimen. 

The following changes in Investigators should be noted: None 

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

The investigational consent form(s) used in this project are numbered 

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

178 and copies are attached. 

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

Fnrm 1070A 



RECAP SHEET 

CIRC 26 Rev. 

TITLE: Technetium-99m Labeled Human Serum Albumin (produced by the stannous ion 
method) : 99Wc-HSA(Sn). 

Spon, Phys.:  A. Ansari 
Prin. Invest.: H. L. Atkins 
Others : J . Klopper 

Investigational Consent: 178 

pts. studied: 
1971-1972 - 1 Pt. 
1972-1973 - 29 pts. 
1973-1975 - 0 pts. 
/ 7 ' )$ - /97L  - O?fs )  
JTo include phase I11 Union Carbide Trial 

Ao? rova 1 s 
HSRC Dep t . 

Iqi t ial 
i i / a / 7 i  11/9/71 

Recertification 

Recertification 
1/14/71c 1/ 15/74 

Recertification 
2/7/75 2/11/75 

Recertification 
4/13/76 4/16/76 

Nodi f i c a t ion 
7/16/76 8110176 

Recertification 

12/12/72 12/19/72 

z- .. 

Purpose: To delineate blood pools such as heart aneurysms in pts. in whom 
this is clinically indicated. 
intended. 

KO specific research program is 
This is to support other clinical program in the hospital. 



BROOKHAVEN NATIONAL LABORATORY 

M E M O R A N D U M  

DATE: 1/17 /77  

TO : HSRC 

FROM: H . L .  Atkins, M.D. :g 

SUBJECT: Sponsoring Physician 

This is to inform you that I will be on leave for professional advancement 

from December 19, 1976 to June 19, 1977. 

to assume the role of sponsoring physician for t he  various research projects 

f o r  which I am presently sponsoring physician. 

In my absence, Dr. Ansari has agreed 

jf 
cc: A.N. Ansari 

R.B. Aronson 



BROOKHAVEN NATIONAL LABORATORY 

M E M O R A N D U M  

DATE: 1/17/77 

TO : HSRC 

FROM : H.L.-Xtkins, M.D. . 

SUBJECT: Sponsoring Physician 

&. 

This is to inform you that I will be on leave for professional advancement . . .  . 

from December 19, 1976 to June 19, 1977. 

to assume the role of sponsoring physician f o r  the various research projects 

In my absence, Dr. Ansari has agreed 

for which I am presently sponsoring physician. 

jf 
cc: A.N. Ansari 

R.B. Aronson 



z *.. 

Xinu tes  of the  & ~ & # .  *--. W I  +, ~ 

. 8 Cecember 1976 i. a . J 4  -I ,' BHL Human S t u d i e s  Review Cornl i t tee  

. .. , . 7 7 -  rrx. 

i 
Pr- . - tent :  A. A n s ~ r i ,  D. Borg, D. Christman, H. Conne l l ,  P,. I%rezr.s, 2. Lol:?, 

A l s o  p r e s e n t :  A l t e r n a t e  - J. Stone - 

Excused: NIP. Rathvon, Jr. - 

C. Meinhold, I. Zenzi  

S e c r e t a r y  - C. R e r r  

The meeting w a s  h e l d  i n  t h e  Large Conference Zoo= of t5e  l!eciical 
Research Center  and c a l l e d  t o  o r d e r  by D r .  C h r i s t o e n  a t  1400 h r s .  

The minutes  of t h e  p r e v i o u s  neet ing h e l d  on 10 Sovmber  1976 "ere 
a c c e p t e d  as d i s t r i b u t e d .  

CIRC 69 - "Cul ture  of Huinan Bone Ffarrov, i t s  DXA Content a d  Horphology" 
was approired f o r  annual  r e c e r t i f i c a t i o n .  

11 CIRC 101 - "Evalua t ion  of  C-dopamine f o r  Adrena l  V i suz l+ze t ioa"  - i lnaud  
r e c e r t i f i c a t i o n .  
t u r n e d  for t h e  fo l lowing  changes on the  consen t  f o m :  1 )  Coment  should  b e  
mod i f i ed  t o  i n c l u d e  t h e  t i t l e  as i t  appeared on t h e  o l d  consent  for=. 2)  I n  
p a r a g r a p h  1, i n s t e a d  of t h e  word " t e s t e d "  i t  shou ld  s p e c i f y  "tested for  
s t e r i l i t y  and p y r o g e n i c i t y  ( subs t ances  caus ing  f e v e r ) . "  3) Tis p u r l o s e  2nd 
prc2cedure should  be g iven  i n  laymen's terms as p e r  i n s t r u c t i c n s  on  t h e  r e v e r s 2  
s i d e  of the consent  form ( i t ems  1 & 3 ) .  
t h e  r e v i s e d  consent  a t  i t s  next meet ing.  

It w a s  t h e  C o n s i t t e e ' s  r e c o r n e n d a t i o n  t h a t  t h i s  C I X  be r e -  

The C o r n i t t e e  would like t o  r e v i e v  

CIRC 128 - tI1lC-octylanine f o r  Pulmonary Fun'ctFon and -mgkig"  - A m u z i  
r e c e r t i f i c a t i o n .  D r .  Ansari informed t h e  C o d t t e e  t h a t  a Ci f fe rer r t  p ro-  

* c e d u r e  w i l l  be used t o  minimize the p r o b a b i l i t y  o f  h i g h  l o c a l  r a d i a t i o n  dose  
a t  t h e  i n j e c t i o n  s i te .  The o r i g i n a l  procedure w a s  t o  i n j e c t  a n s e d l e  w i t h  
s y r i n g e  d i r e c t l y  i n t o  t h e  v e i n .  
t h e  s y r i n g e  w i l l  be used. The C o m i t t e e  d i s c u s s e d  t h e  risk of e x t r m a s a t i o l  
and whether  i t  would be reduced  by us ing  t h i s  new s e t h o d ,  vis i? -7is the  
h a z a r d s  of  a l t e r n a t i v e  methods such as a c a t h e t e r .  
C o m i t t e e  were i n  agreement.  

Now, a s c a l p  n e e d l e  viith a tube cotlnected t3 

Not 211 Isders  o f  t k  

The. q u e s t i o n  conce rn ing  the e f f e c t s  of h i g h  local-  dose d u r i z g  a l l  h i g h  
s p e c i f i c  a c t i v i t y  i n j e c t i o n s  w i l l  be cons ide red  and r e p o r t e d  on 3y t'iie Radia- 
t i o n  S a f e t y  subcommittee w i t h  r e s p e c t  t o  a l l  such  C I I I C s .  
f o r  annua l  r e c e r t i f i c a t i o n  p r o v i d i n g  the  consen t  form ir .clud2 the  t i t l e  of  22-2 
CIRC.  

C i X  128 i . 7 ~  app rn -eG 

C I R C  129 - "Changes i n  Exchangeable S o d i - a ,  Ch lo r ine  an2 Do:assLm i n  
P a t i e n t s  w i t h  Chronic Renal ,  F a i l u r e  and Hyper tens ion"  - Annual r 2 c e r t i f i c a t l c l .  
Approved, p rov id ing  consen t  181 be mcdi f ied  f o r  this p u t i c c l w  C I B C  t o  speti:;. 
a l l  elements be ing  de termined  and the purpose of  th2 prccedure  i n  le>men's tcz.s. 



. - 2 -  

CIRC 141 - “Neasurenent of Total-Body Ni t rogen  by , ? r o z r , t - G ~ ~ ~ ~  Xeutron 
A s t i v a t i o n  Ana lys i s”  - I n i t i a l  proposal .  
C.msezt foxm should have a s t z t e n e n t  of purpose added. 

Approved f o r  25 mrzlzl s c 3 j e c t s .  

- ‘.TRC 142 - “Tes t ing  S e n s i t i v i t y  of Leukemic Cells t o  P - g s ”  - 3 i t ’ i a l  
p roposa l .  Approved as submi t t ed .  - /.. - - 

CIRC 26 and 56. The C h t t e e  acknowledged r e c e l p t  of G z .  X r k i ~  
23 1;nember ’1976 inemo and approves the use of s u b j e c t s  u d e r  b o t 3  C 3 C s .  

T ..-, . .. 
The meet ing adjourned a t  1600. 

R e s p e c t f u l l y  s u b ~ 5 . t t z d ,  

Ca ro le  K e r r  ’ 
S e c r e t a r y  



Minutes of the 

BNL Human Studies Review Committee 
13 July 1976 

Present: A; Ansari, D. Borg, D. Christman, H. Connell, R. Dorms, R. Love, 
C. Meinhold, N. P. Rathvon, Jr. 

Absent: I. Zanzi 

Also Present: Alternates: U. Reincke, J. P. Stone 
Secretary: S. McKenna 

The meeting was held in the Large Conference Room of the Medical Research Center 
and called to order by Mr. Rathvon at 1400 hrs. 

The minutes of the 11 May 1976 meeting were accepted as distributed. 

The file on each of the following annual recertifications and 
viously had been assigned to a certain member of the Committee for 
and recommendation to the Committee. 

CIRC 32 "Polycythemia Vera Study Group" - Recertification was 

modifications pre- 
an in-depth review 

approved. 

CIRC 94 "Administration of daunorubicin in patients with acute non-lympocytic 
leukemias" - Recertification was approved, subject to submission of a more informative 
consent form, which will be reviewed at the next meeting of the Committee. 

CIRC 36D3 "In vivo activation analysis of patients with severe Cushing's Disease" - Recertification was approved provided that the consent form is made more understand- 
able to a layperson. 
was suggested that the following be used as standard language: 

In this procedure, as in all others involving venipuncture, it 

"Whenever blood is removed or a substance is injected by venipuncture, 
there is minor discomfort and a slight possibility of local bleeding 
into the tissues." 

CIRC 74 "Growth and differentiation of bone marrow and blood cells of normal 
human beings, pts. with acute and chronic leukemias, polycythemia vera, myelofibrosis, 
aplastic and hypoplastic states of the bone marrow, and drug induced abnormalities of 
bone marrow function" - Recertification was approved. The Chairman will convey to the 
principal investigator the consensus of the Committee that the statements in the con- 
sent form might well be limited to facts necessary for a reasonable person to make an 
informed decision. 
sent form for volunteers; the danger discussed in paragraph 6 is unrealistic; and the 
danger discussed in paragraph 7 is trivial. 

Paragraphs 1 and 2 could be replaced with the language in the con- 

CIRC 84 "Vitamin C (Ascorbic Acid) Metabolism in Scorbutic Patients with Hemo- 
siderosis" - Recertification was approved. 

CIRC 103 "Osteoporosis in Rheumatoid Arthritis (RA)" - Recertification was ap- 
proved provided the following sentence is inserted at the beginning of paragraph 2 
of the consent form: "The isotope will be injected using methods to assure intra- 
venous flow. '' 
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BROOKHAVEN NATIONAL LABORATORY 

M E M O R A N D U M  

DATE: NOV. 23, 1976 

HSRC and PCEC TO : 

FROM : H.L. Atkins 

SUBJECT: C I R C  26R and 56 

T h i s  is t o  inform you t h a t  we i n t e n d  t o  use  t h e  same s u b j e c t s  

in C I R C  26R and 56. The procedures  are a s  o u t l i n e d  i n  t h e s e  C I R C ' S  

w i t h  no change. This  memo is  t o  keep you informed .of t h i s  f a c t  and 

t h a t  t h e  r a d i a t i o n  dose i s  w e l l  below t h e  l i m i t s  as set by t h e  

g u i d e l i n e s  of the  FDA (per  minu tes  of HSRC, 4/13/76). 



Minutes of the BNL HSRC -2- 13 July 1976 

CIRC 118 "Evaluation of 1231-orthoiodohippurate (1231-OIH)" - Recertification 
was neither approved nor disapproved. 
the stability of the compound to be used. 
clusion of pregnant women. 

The Committee requests current information on 
The recap sheet should set forth the ex- 

-1-4 

CIRC 26R "Technetium-9% Labeled Human Serum Albumin (produced by the stannous 
ion G-thod) : 
Consent 41178 will be used in place of, o r  in addition to, the Union Carbide form. 

9hTc-SRA (Sn) .'I - Modification was approved on the condition that 

CIRC 127 "Total Body Calcium in Patients Receiving Chronic Anti-convulsant 
Therapy" - Modification was approved. 

Attachments I, 2, and 3 to the notice of meeting were discussed by the Committee. 
The Committee noted that Dr. Zanzi is the sponsoring physician on CIRCs 103, 106, 108, 
124, and 127. 

M r .  Rathvon invited general discussion of HSRC procedures and recommendations f o r  
Approval was expressed of the practice of assigning to a specific member the 

It was noted that the IND file contains addi- 

changes. 
duty of an in-depth review of the complete file. 
studied completely by all HSRC members. 
tional relevant information and should also be made available for the review. 

New procedures should, however, be 

The next HSRC meeting will be held on Tuesday, 10 August 1976, at 1400 hrs. in 
the Large Conference Room. 

The meeting was adjourned at 1545. 

Respectfully submitted, 

Secretary 



HOSPITAL OF THE MED!CAl RESEARCH CENTER, 
BROOKHAVEN NATIONAL LABORATORY 

Upton, New York 1 1973 

.'' [-+-I ClRC No. 

PURPOSE OF REVIEW: 
CLINICAL INVESTIGATION AUTHORIZATION FORM 

0 INITfAL 0 ADDENDUM Technetium-99m Labeled Human Serum Albumin (produced by 
t h e  stannous i o n  method) : 9%c-SHA(Sn). 

TITLE: 

0 REVISION 0 RECERTIFICATION 

@ REACTIVATION a Modi f i ca t i  
- 

TO CHAIRMAN, CIK- HSRC. 
THE PROPOSAL FOR CLINICAL INVESTiGATION IDENTIFIED BY THE ABOVE CIRC NUMBER AND TITLE IS FORWARDED HEREWITH FOR REVIEW AND RECOMMENDATION. 

TO u s e  Union Carb ide ' s  product 4,@* u 7p] - 7 4  
Dote E.P. CRONXITE, M.D., Choirmon, Medicol Deporment 

T O  CHAIRMAN, MEDICAL DEPARTMENT: 

TH&&&EVIEWED T H E  ABOVE IDENTIFJED PROPOSAL ON . /$?L A N D  RECOMMENDS 

WITH THE FOLLOWING MODIFICATIONS: 

J 78- 

0. c: 

U. Reincke,Alt. 

C.W. Flood, Alt. t. 

N P. RAT~VON,  Jz , Chairman ' 

G.A. P r i c e , A l t .  

H R CONNELL CLB .,.Winhold 1. OWEN, Alternote 

D.C. BORG TJ. Shreeve, A l t .  
- 

JA LAISSUE. Alternote I ZANZI 

To Drs. Atkins,  Ansari ,  Klopper 

THE ABOVE TITLED AND NUMBERED PROPOSAL IS Approved SUBJECT TO THE FOLLOWING. 

Modif icat ion approved t o  inc lude  the  phase I11 t r i a l  of Union Carbide 's  product under 

Consent #178 w i l l  be  used in p lace  o f ,  o r  i n  a d d i t i o n  t o ,  t h e  Union Carbide form. 

t h e i r  IND 12026. 

4- Kl&-- q L P h  
Dote E.P. CRONKIIE, M.D., Chairrnon. Medicol Deportment 

C l P C h - 1  7:?5 /15  cc: D r .  Chanana, J. Holder, A. Harrison,  J. Matkovich and o the r  i n v e s t i g a t o r s  
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BROOKHAVEN NATIONAL LABORATORY 

M E M O R A N D U M  

DATE: June 30, 1976 

I TO : HS RC 

FROM : H.L.  Atkins,  M.D. 

SUBJECT: C I R C  26 

P l e a s e  amend our  C I R C  26 f o r  99mTc-labeled human serum albumin 

t o  inc lude  t h e  phase 111 t r i a l  of Union Carb ide ' s  product under t h e i r  

IND #12,026. Enclosed i s  t h e  r e q u i s i t e  in format ion  from Union Carbide.  

j f  
enc losu res  



1 I J C F A ~  I m = m  I U T  n r h L  I r(. CUULA I i u m .  h n v  m = ~ r u f i ~  

J U B L I C  H E A L T H  S E R V I C E  
FOOD A N 0  D R U G  ADMINISTRATION 
,500 F I S H E R S  L A N E  

r0: 
WCKVILLF C ~ A R Y I  A N O  Z O ~ S Z  I I 

S U P P L I E R  O F  DRUG;(Nane ond a d d r e s s ,  include Z i p  Code) N A M E  OF I N V E S T I G A T O R  ( P r i n t  or T y p e )  

Form Approved STATEMENT OF IN: ,TIGATOR I 06,8 No. 57-R6019 I 
Union Carbide Corporation 
P. 0 .  BOX 324 
Tuxedo, N .Y. ,10987 

Haro ld  L. Atkins, M.D. 
D A T E  

6-30-76 
N A M E O F D R U G  

>ear Sir: 
T h e  undersigned, I 

;ubmirs t h i s  statement a s  required by sect ion 5O>(i) of the Federal Food,  Drug, and Cosmetic  Acr and 5130.3 of Ti t le  21  
) f  the Code of Federal Regulations a s  a condition f o r  receiving and conducting cl inical  invest igat ions  with a new dru l  
irnited by Federal  (or United Stares)  law K O  invest igational  u s e .  

S T A T E M E N T  OF E D U C A T I O N  A N D  E X P E R I E N C E  

C O L L E G E S .  U N I V E R S I T I E S .  AND M E D I C A L  O R  O T H E R  P R O F E S S I O N A L  SCHOOLS A T T E N D E D .  Wf TH D A T E S  OF A T T E N D A N C E ,  
D E G R E E S .  A N D  D A T E S  DEGREES WERE AWARDED 

. 

See attached curriculum vi tae .  

. P O S T G R A D U A T E  M E D I C A L  O R  O T H E R  P R O F E S S ~ O N A L  TRAINING ( Indicate  dntes,  names 01 ins f i tu l ions ,  e n d  nalurs 01 training)  

See attached curriculum v i t a e  

, T E A C H I N G  O R  RESEARCH E X P E R I E N C C  ( Indicate  dotes, ins t i fu t ions ,  a n d  br ie l  description 01 experience) 

See attached curriculum v i t ae .  

E X P E ~ I E N C E  IN MEDICAL PRACTICE O R  O T H E R  PROFESSIONAL E X P E R I E N C E  ( Indicoto dates,  Ins f i tu f ionn l  nf l i l ia f ions.  nature 
of  pract ico.  or  other prolessionai exper lcnca)  

See attached curriculum v i t a e  

- 
C O H M  1573 (5 /71 )  P R E V l O U S  E D I T I O N  M A Y  9 E  USED U N T I L  S U P P L Y  I S  E X H A U S T E D .  

! 



-- 

?J. I f  t h e  i n v e ~ t i j i a t i o n  is to be coraLdcted on insti:ution- 
h l iccd  s u b j e c t s  or is conducted by a n  individual  a f f i l i a ted  
with a n  ins t i tu t ion  which a g r e e s  to a s s u m e  responsibi l i ty  
for t h e  s t u d y ,  a s s u r a n c e  must be  g iven  that  an inst i tut ional  
rcvicw commit tee  is responsihle  for ini t ia l  and  cont inuing 
rev iew and  approval  of the proposed c l in ica l  s tudy.  The  
membership m u s t  bc  comprised of suff ic ient  members of 
varying background,  that  is, lawyers ,  clergymen, or laymen 
as well  a s  s c i e n t i s t s ,  1 0  assure  complete  and  adequate  re- 
view of t h e r e s c a r c h  project. T h e  membership must  p o s s e s s  
not only broad competence to  comprchcnd t h e  nature  of the  
pro jec t ,  bu t  also other  competencies  n e c e s s a r y  to judge t h e  
a c c e p t a b i l i t y  of the  project or ac t iv i ty  in terms of inst i ru-  
r ional  regula t ions ,  relevdnr law,  s t a n d a r d s  of profess iona l  
prac t ice  and  community a c c e p t m c c .  A s s u r a n c e  m u s t  be  
p r e s e n t e d  tha t  the  invest igator  h a s  not  par t ic ipa ted  in the  
s e l c c t i o n  of committee members; chat the rev iew committee 
d o e s  nor a l low part ic ipat ion in its review and  conclus ions  
by any  individual  involved i n  the  conduct  of t h e  research 
ac t iv i ty  under  review (except  to providc information to the  ’ 
commit tee)  t h a t  the invest igator  will report to t h e  committee 
for ccvicw a n y  emergent problems,  s c r i o u s  adverse  re- 
a c t i o n s ,  o r  proposed procedural c h a n g e s  XLhich may affect  
the s t a t u s  of t h c  invest igat ion and  that  no  s u c h  change  will 
bemadc  without  committee approval e x c e p t ,  where n c c t s s a r y  
‘0 e l imina te  apparent  immediate hazarcis; that  reyicws of 
he s:udy wil l  be conducted by t h c  rev iew commit tce  a r  in- 
r r v a l s  nppropriarc  to the  dcgrce of r i s k ,  but not cxceeding  

I year, to a s s u r e  that  the research  pro jec t  i s  being con- 
lucted in compl iance  with t h e  commit tee’s  understanding 
ind recommendat ions;  that  the rcvicw commit tce  i s  provided 
111 t h e  information on  t h c  rcseaccli projec:  n e c e s s a r y  for its 
omplctc  revicw of t h e  project ;  and that  t h e  rev icw commit- 
e e  main ta ins  a d c q u e t c  documentat ion of its a c t i v i t i e s  and 
e v c l o p s  a d e q u a t e  proccdurcs  for rcport ing i ts  f indings to 
he ins t i tu t ion .  ‘Thc documcnts  main ta ined  by the  committee 
r e  to inc lude  t h e  n a m e s  and q u a l i f i c a t i o n s  of commit tee  
iembers, records  of information providcd to s u b j e c t s  in ob- 

ta in ing  informed consear .  committee d i s c u s s i o n  on s u b s t a n  
rive i s s u e s  a n d  the i r  resolut ion,  commit tee  recomrnenda 
[ ions ,  a n d  d a t e d  ;e?ozs  o i  s a c c e s c i v e  rev iews  a s  they  ari 
performed. C o p i e s  oi a!: 2scnments  a r e  to b e  retained for : 
period of  3 yea:s pas :  :be cornplction c r  d i scont inuancc  o 
t h c  s t u d y  a n d  ace to be madc ava i lab le  upon rcques t  to dul )  
au thor ized  reprcscn:ar i -es  of thc  Food and Drug Adminis 
[ ra t ion.  ( F a v o r a b l e  :ecs:mendations by t h e  committee arc 
s u b j e c t  to fur ther  a??rca:ia:e review pnd rejecr ion by i n s t i  
tut ion o f f i c i a l s .  L‘nfa-:orzS!c recommendat ions,  res t r ic t ions  
or c o n d i t i o n s  may no: j c  ocerrulcd by the inst i tut ion offi. 
c i a l s . )  P r o c e d u r c s  io: ::le o:s3niration and operat ion’  01  
ins t i tu t iona l  r e v i c x  c o z n i t t e e s  a re  conta ined  in guide l ines  
i s s u c d  p u r s u a n t  toC>s>::r 1--;3 oi theGcants  Administration 
klanual of t h c  U.S. De.;z:raen: of l l e a l t h ,  Educat ion,  and 
U’elfare, a v a i l a b l e  ircn ;>e U.S. Government Pr in t ing  Off ice .  
I t  i s  recommended ::?a: 5 e s e  guide l ines  b c  followed in e s -  
tab l i sh ing  i n s t i t u t i o c i l  :eric-x commit tees  and that  rhc com- 
mi t tees  func t ion  a c c x 3 k z  to the procedures  d e s c r i b e d  
thcrein.  i 5 7 3  will b c  rcgarded 
a s  providinz t h c  a b c e  z c c r s s a r y  a s s u r a n c e s ;  however, if 
thc  ins t i tu t ion  h a s  cz ii:c with thc Dcpartmenr of Heal th ,  
Educa t ion ,  a n d  W e l f r r r ,  Dlr.ision of Rcsearch  Grants ,  Xat- 
ional  I n s t i t u t e s  of Heal:;, 2n “ a c c e p t e d  genera l  a s s u r -  
ance ,”  and t h c  s a m e  cs- i l t :ee  is co rev iew the  proposed 
s tudy u s i n g  t h e  s a m e  p:oceSa:es, chis is acceprable  in l icu  
of t h e  a b o v e  assu:i?nccs =ail a s ta tcment  to t h i s  e f f e c t  
should  b e  providcd  ~ \ . i r h  the  s igned FD 1573. (In addi t ion 
to s p o n s o r ’ s  c o n t i n u i a z  :esponsibi l i ty  to monitor the  s tudy ,  
thc  Food a n d  Drug .4?:iais::ztion wil l  undet take  invest iga-  
t ions in i n s t i t u t i o n s  ; c : i ~ S c ~ l l y  :o detcrminc whcthcr  the  
commit tees  arc oper3:l:i: i n  accord with thc. a s s u r a n c e s  
given by t h e  sponsor . )  

A s i g n i n g  Y: 5 5  Form FD 

b. A d e s c r i p t i o n  o f  an:: c!iaIcal 1nborato:y facilities tha t  
will be uscd .  ( I f  t h i s  ini?.-a:ion h a s  b c e n  s u b n i t t c d  i o  the  
sponsor  and repor ted  by hi- a n  Form FD 1 5 7  I ,  reference to 
thc prev ious  s u b m i s s i c n  +;! >e adcquatc) .  

~~~~~~ ~~ 

OUTLINE T H E  P L A N  O F  INVESTIGATION { lnclude approx imaron  ;{The number of sub jec fs  :o t e  ::eared w i f h  the d r u t  and the 
number l o  be employed os confrols. i f  any:  c l in icof  u s e s  10 be invcsl igoled’  charncrcr ist ics of  sz5ieCfs bj. a g e .  s e x  and condition: 
(he  kind ol c l in ica l  observsliorts and laborelory f e s l s  l o  be underloken prio; to ,  during, and al :er  a?.ziair frar ion of Ihc  diu$; fhe ‘ 

o s l i m o t r d  dural ion o l  the i n v e s l i g o f i o n ;  snd e dsscriprion or copies of re  or1 forms t o  be used l o  Zainrain on adcqunre record ol Ihe 
observal ions and  fcsrs rosulls obtained. T h i s  p lan  mny include rensonaglc e l lc rnsfoa  ond v a : i a : i x s  and should be supplemenred or 
amended when any signi l iconl  chnnge in direcr ion or scope 01 the invrsf idot ion is underlaken.)  

A s  per protocol supplied by Union Carbi2e. 

c 

_ .  

i 
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,I  ?b.-. bponsor is required to \upply rhe s t iFator  with 
f u l l  information conccrn ing  the  prec l in ica l  investij ia- 

. [ i o n s  char jus t i fy  c l i n i c a l  t r ia l s .  toge ther  with f u l l y  in- 
formative matcr ia l  descr ib ing  any  prior invesr iga t ions  
and c x p c r i e n c c  a n d  any  p o s s i b l e  haza:ds. contraindica-  
l i o n s ,  s i d e - e f f e c t s ,  a n d  prccnut ions to be  taken into 
account  in t h e  c o u r s c  of the  invest igat ion.  

b. The inves t iga tor  i s  required to maintain adequatc  rc- 
cords  of the  d i s p o s i t i o n  of a l l  r e c c i p t s  of the  drug, in- 
c luding d a t e s ,  q u a n t i t i e s ,  and use by s u b j e c t s ,  and i f  
thc  in \ .cs t iga t ion  i s  terminated to-return to- the  sponsor  
any  unused  s u p p l y  of t h e  drug. 

c. t h e  i n v e s t i k a t o i i s  r e q u i r c d t o  prepare a n d  mainrAn 3d- 
equate  a n d  a c c u r a t e  case  h i s t o r i e s  des igned  IO record 
a l l  o b s c m a t i o n s  and  o ther  d a t a  per t incnt  to the  inves t i -  
gatiori on e a c h  ind iv idua l  t rea ted  with the  drug or cm- 
ployed as a cont ro l  in the  inves t iga t ion .  

d. T h e  i n v e s t i g a t o r  i s  required to furnish h i s  reports to the  
s p o n s o r  of t h e  drug  who is r e s p o n s i b l e  for co l lec t ing  
and  e v a l u a t i n g  t h e  r e s u l t s  ob ta ined  by var ious invesci- 
gators. T h c  s p o n s o r  is required to p r e s e n r  progress  re- 
por t s  to t h e  F o o d  a n d  Drug Adminis t ra t ion a t  appropriate  
in te rva ls  noc e x c e e d i n g  1 year .  Any a d v e r s e  e f fec t  t ha t  
may r e a s o n a b l y  b e  regarded as c a u s c d  by, or probably 
c a u s e d  by ,  t h e  n e w  drug s h a l l  be  reported to t h e  sponsor  
promptly, a n d  if t h e  a d v e r s e  effect  is alarming,  i r  s h a l l  
be  reported immedia te ly .  An a d e q u a t c  report of the in- 
ves t iga t ion  s h o u l d  be furnished to t h e  sponsor  short ly  
a f t e r  comple t ion  of the inves t iga t ion .  

*. T h e  i n v c s r i g a t o r  s h a l l  maintain t h e  records  of dispos i -  
tion of t h e  d r u g  and  t h c  c a s e  h i s t o r i e s  descr ibed  above  
for a per iod  of 2 y e a r s  following the  d a t e  9 new-drug 
appl ica t ion  i s  approvcd  for  t h e  drug; or if the appl icn-  
cion i s  not approvcd ,  unt i l  2 y e a r s  a f te r  t h e  invest igat ion 

f .  

is d iscont inued .  Upon, request  of a s c i e n t i f i c a l l y  
t ra ined a d  properly au:t. . . red  cmployer  of the Deparc- 
mcnt. a t  r e a s o n a b l e  t imes.  rhc invest igacor  wi l l  make  
s u c h  records  a v a i l a b l c  for inspect ion and  copying. T h c  
s u b j e c t s '  names  nccd  not be  divulged u n l e s s  t h e  records  
of par t icu lar  ind iv idua ls  require a more de ta i led  s tudy  
of the  c a s c s ,  or u n l c s s  there  i s  r e a s o n  to b e l i e v e  tha t  
the  records  do not represent  ac tua l  c a s e s  s tud ied .  or d o  
not represent  a c t u a l  r e s u l t s  obtained. 

T h e  i n v e s t i g a t o r  ccr t i f ics  char the drug will be  adminis-  
tered only  to s u b j e c t s  under h i s  personal  superv is ion  or 
under  t h e  s u p e r v i s i o n  of the  following invcs t ipa tors  re -  
s p o n s i b l e  to him,  

. . .  . ,- * - . .  . 

~- -~ 

and t h a t  t h c  drug a*ill not b e  suppl ied to any o t h e r  invcs-  
 tig gat or or to any  c l in ic  fo r  adminis t ra t ion to s u b j e c t s .  

g. T h e  i n v e s t i g a r o r  cer t i f ies  th3t he will inform a n y  sub-  
j e c t s ,  inc luding  s u b j e c t s  uscd  a s  c o n t r o l s , o r  their rcp- 
r e s e n t a t i v e s ,  tha t  d rugs  arc being u s e d  for  i n r c s t i s a -  
t ional  p u r p o s c s ,  and  will obtain t h c  c o n s e n t  of t h e  
s u b i e c t s ,  or the i r  Icprescnta t ivcs ,  e r c c p t  whcrc  t h i s  is 
not f e a s i b l e  or, i n  the  invest igator 's  p rofcss iona l  judgc- 
ment ,  is contrary to t h e  b e s t  in te res t s  of t h c  s u b j e c t s .  

h .  T h e  inves t iga tor  is required to a s s u r e  thc s p o n s o r  [hac 
for i n v e s t i g a t i o n s  involving inst i rut ional ized s u h i e c t s ,  
the s t u d i e s  wil l  not be iniriarcd unt i l  the  ins t i tu t iona l  
rev iew commit tee  h a s  re r icwcd and apprnvcd t h e  s tudy.  
( T h e  organiza t ion  and procedure requirements  for s u c h  
a commirtce should  b c  explaincd to t h c  inves t iga tor  by 
t h e  s p o n s o r  a s  set forth in form FD 1571, d i v i s i o n  IO, 
unit c . )  

. .  . .  . 
.. . , , . . .  . ,-Brookhaven National L a b o r a t o r y .  . , 

(Address)  

Upton, New York 11973 

. -- 

I ( T h i s  form should he supplemented or antcndcd f rom t ime to t ime i f  new s u b i c c t s  a r c  added  
or i f  s ign i f icant  c h a n s c s  5rc madc in t l~c  plan of invcsr iga t ion . )  

t t 8 0 0 1 3  

! 
! 
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U N I O N  C A R B I D E  CORPORATION 
P. 0. BOX 324, T U X E D O ,  NE\V YORK 10987 

TELEPHONE: 314-351-2131 

C L I N I C A L  D IAGNOSTICS June 21 ,  1 9 7 6  

. _. . . 

. . .. 

D r .  Harold L. Atkins 
Brookhaven National Laboratory 
Upton, L . I . ,  Wew York 11973 

Dear D r .  . Atkins : 

following information about OUT product i s  provided f o r  your review: 
We agpreciate yourl interest  i n  T E C H X E 3 ~ 4  99m HSA. The 

1. 

2. 

3 .  

4. 

5.  

6 .  

Package Inse r t .  

Summary of I n i t i a l  Cl in ica l  T r i a l s .  

Protocol f o r  Phase I11 Cl in i cz l  Trials 02 
TECHJ!ETIUI4 9 9 m  HSA. 

Statement of Investigator,  Form 1575. 

E x q l e s  of Cl in ica l  Report F o m .  

E k q l e s  o f  Pat ient  Consent F o m .  

Our TECHNMlIUM 99m HSA. i s  current ly  in the  extended c l in ic23  
t r ia l .  period (Phase 111) under IND fI2,026. 

A f t e r  appropriate in-house review of t he  enclosed information, 
t h e  endosed.Statement. of Investigator,  .Form 1575,. should- b e - m F l e t e d -  - . 
and one copy returned t o  us .  If you do not have your "Curriculum Vitae'' 
f i l ed  at Union Carbide, please send one t o  us o r  complete I t e m  1 (State- 
ment of  Education and Experience) on the  first page of t h e  form. 
Item 4.f.,  si@ your nme and address on t h e  second page, a d  send the  
form t o  us. 

. ... . 

C o q l e t e  

Save a copy of t he  completed f o r a  fo r  yow f i les .  

Investigators may order TECHUETIUM 99m HSA by c a l l i n g  co l lec t  
(914-35l-2I-31, Exts. 328 or 333). 

KJ:sk 
Encls. 

Sincerely YOWS , 

Kathleen Jensen 
Drug Re,gilatory A f f a i r s  



I L L A I I I L I L U A A  J J L U  iidn 

(TECKVET' I T c  99m SERmf ALBUMIN (HLNLV),'- TT) 
DI:ibl\JOSTIC - FOR INTRAVENOUS USE ' 

DESCRIPTION: 
Albumin (HSA) and 0.23 mg s t a n n o u s  t a r t r a t e ,  H C 1  added f o r  pH ad jus tmen t .  
ponen t s  are s t e r i l e  and p y r o g e n . f r e e ,  
Sodium P e r t e c h n e t a t e  Tc  99m i n  i s o t o n i c  s a l i n e  is mixed w i t h  t h e s e  components follow- 
i n g  t h e  i n s t r u c t i o n s  p rov ided  w i t h  t h e  k i t ,  Technetium T c  99m Serum Albumin (Human) is  
formed. 
s t r u c t u r e  of Technetium T c  99m Serum Albumin i s  n o t  known a t  t h i s  t i m e . -  

l i c e n s e d  t o  do  s o  by t h e  -U; S :  Food .and-Dmg-Adrni-nistration. 
f o r  h e p a t i t i s  a s s o c i a t e d  ( A u s t r a l i a )  a n t i g e n  and w a s  r e l e a s e d  by t h e  F.D.A. f o r  use.  

p h y s i c a l  h a l f - l i f e  of 6.03 h o u r s ( 1 ) .  Photons t h a t  are u s e f u l .  f o r .  d e t e c t i o n  and imaging 
s t u d i e s  are l i s t e d  i n  Tab le  I. 

The k i t  c o n s i s t s  of 5 r e a c t i o n  v i a l s  e a c h  c o n t a i n i n g  2 1  mg Human Serum 
A l l  com- 

When a s o l u t i o n  of s t e r i l e  and pyrogen f r e e  

The product  s o  d e r i v e d  is intended f o r  i n t r a v e n o u s  i n j e c t i o n .  The p r e c i s e  

The Serum Albumin (Human) i n  t h i s  p r e p a r a t i o n  w a s  s u p p l i e d  by a manufacturer  
. The l o t .  t e s t e d '  n e g a t i v e  .. . 

- - P h y s i c a l  C h a r a c t e r i s t i c s :  . Technetium. 99mTc d e c a y s  by i s o m e r i c  t r a n s i t i o n  with a 

TABLE I:  PRINCIPAL RADIATION EMISSION DATA 

R a d i a t i o n  Mean ,2 D i s i n t e g r a t i o n  Mean Energy (keV) 

Gamma-2 87.9 140.5 

E x t e r n a l  Rad ia t ion : .  The s p e c i f i c  gamma r a y  c o n s t a n t  f o r  99mTc is '0.8 R/mCi-hr. 
a t  1 cm. A range of 
v a l u e s  f o r  t h e  r e l a t i v e  a t t e n u a t i o n  of t h e  r a d i a t i o n  e m i t t e d  by t h i s  r a d i o n u c l i d e  t h a t  
r e s u l t s  from i n t e r p o s i t i o n  of v a r i o u s  t h i c k n e s s e s  of Pb is  shown in Table 11. For 
example, t h e  u s e  of 2.7 mm o f  Pb w i l l  dec rease  t h e  e x t e r n a l  r a d i a t i o n  exposure by a 
f a c t o r  of 1,000. 

The f i r s t  h a l f  v a l u e  t h i c k n e s s  of l e a d  (Pb) f o r  99mTc i s  0.2 mm. 

TABLE 11: ,RADIATION ATTENUATION BY LEAD SHIELDING 
, .. ' S h i e l d  Th ickness - - (Pb)  mm . C o e f f i c i e n t  of A t t enua t ion  

0.2 0.5 

1.8 
2.7 
3 .6  
4 .5  

0.95 10-1 
10-2 

10-3 _.. . 
10-4 
10-5 

. . .  

To c o r r e c t  f o r  p h y s i c a l  decay  of t h i s  radionucl ide, ,  t h e '  f r a c t i o n s  t h a t  remain a t -  
. se . l eg ted  i n t e r v a l s  rqlatiye t o  , t h e  .time of c a l i b r a t i o n  are shown-in .Table. 111. 

' I  -. . 
TABLE - 111: PHYSICAL DECAY CHART: 9 9 m T ~ ,  HALF-LIFE 6.03 HOURS 

Hours 

-15 
-4 
-3 
-2 

' -1 
O* 
1 
2 
3 
4 

F r a c t i o n  
Remaining 

1.777 
1.584 
1.412 
1.259 
1.122 
1.000 

.891 

.795 

.708 

.631 

Hours 

5 
6 
7 
8 
9 

10 
11 
1 2  
18 
24 

F r a c t i o n  ' 
+ ' Remaining 

.563 

.502 
-447 

,355 
.317 
.282 
.252 
.126 
.063 

.3*99 

* C a l i b r a t i o n  T i m e  

(''Dillman, L.T. and Von d e r  Lage, F.C., Radionucl ide Decay Schemes and Nuclear  
Parameters f o r  Use i n  Radiation-Dose Es t ima t ion ,  M I R D  Pamphlec N o .  1 0 ,  p.  6 2 ,  
1975. 



C L I N I C A L  PHARPlACOLOGY: 
t h e  v a s c u l a r  space a t  ! 
a c t i v e  t a g s .  

t h e  k i d n e y  and b l a d d e r .  
of background and o rgan  i n t e r f e r e n c e .  
i s  obse rved ,  t h e  T 112 slow component r a n g i n g  from 10 t o  1 6  h o u r s .  
u r i n e  c l e a r a n c e  averaged 39%. 

INDICATIONS AND USAGE: Technetium Tc 99m Serum Albumin is used  a s  an agent  f o r  iz.z!ginl 
t h e  h e a r t  blood p o o l ,  t o  a s s i s t  i n  t h e  d e t e c t i o n  o f  p e r i c a r d i a l  e f f u s i o n  and v e n t r i c -  
u l a r  aneurysm, and f o r  determining c a r d i a c  e j e c t i o n  f r a c t i o n .  

Human serum albumin, b e i n g  a n c q a l  component of b l o o d ,  leaves 
-a te  s low enough t o  p e r m i t  ima’, ig p rocedures  u t i l i z i n g  .rndio- 

Technetium T c  9% Serum Albumin does  n o t  r a p i d l y  l e a k  from t h e  v a s c u l a r  
. s p a c e ,  n o r  i s  t h e r e  S i g n i f i c a n t  accumulation i n  o rgans  o t h e r  t h a n  t h o s e  of e x c r e t i o n ,  

Therefore ,  t h e  v a s c u l a r  system may b e  imaged wi th  a n i n i m m  

Twenty-four hour  
I n  humans, a two component blood c l e a r a n c e  r a t e  

. .  
CONTRAINDICATIONS : . 

. . .. . . . . -  _ .  - - .  
None & o h .  

WARNINGS: The c o n t e n t s  of t h e  k i t  are n o t  r a d i o a c t i v e .  However, a f t e r  t h e  S o d i m  
P e r t e c h n e t a t e  T c  99m i s  added, adequate s h i e l d i n g  of t h e  f i n a l  p r e p a r a t i o n  must be 
ma in ta ined .  

p a t i e n t s  who are p r e g n a n t  o r  t o  nu r s ing  mothe r s  u n l e s s  t h e  e x p e c t e d  b e n e f i t s  t o  be  g a i i  
outweigh t h e  p o t e n t i a l  hazards .  

n a t u r e ,  of women of c h i l d b e a r i n g  c a p a b i l i t y  shou ld  b e  performed d u r i n g  t h e  f i r s t  f z v  

PRECAUTIONS: 
t h a t  t h e  u s e r  f o l l o w s  t h e  d i r e c t i o n s  c a r e f u l l y  and adhe res  t o  s t r ic t  a s e p t i c  p rocedures  

T h i s  r a d i o p h a r m a c e u t i c a l  p r e p a r a t i o n  shou ld  n o t  b e  a d m i n i s t e r e d  t o  c h i l d r e n  o r  t o  

I d e a l l y ,  examina t ions  us ing  r ad iopha rmaceu t i ca l s ,  e s p e c i a l l y  t h o s e  e l e c t i v z  i n  

( approx ima te ly  l o )  days  fol lowing t h e  o n s e t  of menses. . -  
-. . 

The components of t h e  k i t  are s te r i le  and pyrogen-free,  It is  e s s a n t i a l  

d u r i n g  p r e p a r a t i o n  of  t h e  r a d i o d i a g n o s t i c .  .- 
Technetium Tc 9% Serum Albumin must n o t  b e  used a f t e r  t h r e e  h o u r s  from t h e  t h e  

Adequate r e p r o d u c t i o n  s t u d i e s  have n o t  been performed i n  a n i n a l s  t o  d e t e r n i n e  
of f o m u l a t  i on .  

whe the r  t h i s  d rug  a f f e c t s  f e r t i l i t y  i n  males o r  females, h a s  t e r a t o g e n i c  p o t e n t i a l ,  
o r  h a s  o t h e r  a d v e r s e  e f fec ts  on t h e  f e t u s .  Technetium Tc 99m Serum Albumin should be 
used i n  p r e g n a n t  women o n l y  when c l e a r l y  needed. 

A s  a g e n e r a l  r u l e ,  
n u r s i n g  should n o t  b e  undertaken while  a p a t i e n t  i s  on a, drug s i n c e  many drugs a r e  
e x c r e t e d  i n  human mi lk .  

It  i s  n o t  known whether  t h i s  drug i s  e x c r e t e d  i n  human milk. 

S a f e t y  and e f f e c t i v e n e s s  i n  c h i l d r e n  have n o t  been e s t a b l i s h e d .  
Technetium Tc 99m Serum Albumin, as w e l l  as o t h e r  r a d i o a c t i v e  d r u g s ,  n u s t  be 

handled w i t h  care and a p p r o p r i a t e  s a f e t y  measures  should be used  t o  minimize e x t e r n a l  
r a d i a t i o n  exposure t o  c l i n i c a l  pe r sonne l .  Also ,  care should b e  t a k e n  t o  minimize 

ADVERSE REACTIONS: None known. 

. .  . r a d i a t i w  .exposure t o  p . a t i en t s  . c o n s i s t e n t  .with p r o p e r  p a t i e n t  management, . :. . _ .  

DOSAGE AND ADMINISTRATION: The suggested i n t r a v e n o u s  dose used i n  t h e  average p a t i e n t  
(70 kg) i s ‘ 3 - 5  m C i  f o r  c a r d i a c  blood p o o l  and 10-20 m C i  f o r  c a r d i a c  e i e c t i o n  f r a c c i o n .  

The p a t i e n t  d o s e  s h o u l d  be measuked by a s u i t a b l e  r a d i o a c t i v i t y  c a l i b r a t i o n  s y s t e n  

Rad iopha rmaceu t i ca l s  should be used o n l y  by p h y s i c i a n s  who are q u a l i f i e d  by 
immediately p r i o r  t o  a d m i n i s t r a t i o n .  

s p e c i f i c  t r a i n i n g  i n  t h e  s a f e  use and h a n d l i n g  of r a d i o n u c l i d e s  produced by n u c l e a r  
r e a c t o r  o r  p a r t i c l e  a c c e l e r a t o r  and whose e x p e r i e n c e  and t r a i n i n g  have been approved 
by t h e  a p p r o p r i a t e  government agency a u t h o r i z e d  t o  l i c e n s e  t h e  u s e  of r a d i o n u c l i d z s .  

The fo l lowing  d i r e c t i o n s  must b e  c a r e f u l l y  f o l l o w e d  f o r  o p t i i i a  . 
p r e p a r a t i o n  of t h e  Technetium Tc  99m Serum Albumin (Human). 1. A s e p t i c a l l y  sxab r u b b e r  
septum of s t e r i l e  v i a l  c o n t a i n i n g  t h e  s t e r i l e ,  l y o p h i l i z e d  HSA. 2. A s e p t i c a l l y  i n j e c t  
1 . 0  m l  of s t e r i l e  Water f o r  I n j e c t i o n ,  withdraw an  e q u a l  volume o f  air .  3 .  Xix c o n t e n t !  
by s w i r l i n g  u n t i l  a l l  t h e  m a t e r i a l  i s  suspended. 4 .  P l a c e  v i a l  i n  s h i e l d  provided.  
5 .  A s e p t i c a l l y  swab r u b b e r  septum of s h i e l d e d  v i a l .  6. A s e p t i c a l l y  i n j e c t  up  t o  100 
m C i  Sodium P e r t e c h n e t a t e  Tc  99m i n  a m a x i m u m  of 3 m l  i n t o  t h e  v i a l ,  withdraw a n  e q u a l  
volume o f  a i r .  7. Mix c o n t e n t s  of v i a l  by g e n t l e  shaking f o r  1 0  seconds .  8. Af f ix  

P r e p a r a t i o n :  

l a b e l  t o  sh i e lded  v i a l .  9.  Allow t o  s t a n d  f o r  20 minutes a f t e r  



. - 
mix ing  t o  a l l o w  rnaxlmum taog ing .  
11. >f ix  c o n t e n t s  of v i a l  
of s y r i n g e  by r epea ted  i n v e r s i o n  immediately p r i o r  t o  i n j e c t i o n .  13. Main ta in  adequate  
s h i e l d i n g  of t h e  r a d i o a c t i v e  P r e p a r a t i o n .  14. Do n o t  u s e  t h e  p r e p a r a t i o n  a f t e r  3 hours  
from t h e  t i n e  of  formula t ion .  15. The r a d i o a c t i v i t y  c o n c e n t r a t i o n  o f  t h e  f i n a l  Technet i  

C = A/V where C e q u a l s  r a d i o a c t i v i t y  concen t r a t ion  o f  the p r e p a r a t i o n  ( m i l l i c u r i e s / m l ) .  
A = Tc 99m a c t i v i t y  added t o  t h e  r e a c t i o n  mixture  v e s s e l  ( m i l l i c u r i e s ) .  
volume i n  t h e  f i n a l  m i x t u r e  ( m l ) .  

The es t ima ted  absorbed r a d i a t i o n  doses'') t o  an average  p a t i e  
(70 kg) from an  in t r avenous  i n j e c t i o n  of a maximum dose of 5 m i l l i c u r i e s  of  Technetium 
T c  99m Serum Albumin.are  shown- in  Table  IV, . - .  _. -. 

I U .  'The TECHNETLUX YYm HSA is ready  I o r  use .  
e p  7) p r i o r  t o  withdrawing pa: n t  dose .  1 2 .  Mix c o n t e n t s  

. 

. T c  99m Serum Albumin (Human) p r e p a r a t i o n  may be  c a l c u l a t e d  by u s i n g  t h e  fo l lowing :  

V = T o t a l  

R a d i a t i o n  Dosimetry: 

TABLE I V :  ESTIMATED ABSORBED DOSE 

T i s s u e  Absorbed Rad ia t ion  Dose 

Brain 
Marrow 
Kidneys 
Bladder  
Ovaries 
Testes 
T o t a l  Body 

I .. 

( r a d s / 5  mCi) 

0.047 
0.076 
0.063 
0.166 
0.082 

. 0.079 
0.073 

HOlJ SUPPLIED : 

c o n t a i n i n g  2 1  mg Human Serum Albumin (HSA) and 0.23 ing s t annous  t a r t r a t e ,  l y o p h i l i z e d .  
1 RADIATION SHIELD f o r  p r e p a r a t i o n  and s t o r a g e  of  a Technetium Tc 99m Serum Albumin 
p r e p a r a t i o n .  10  PRESSURE SENSITIVE LABELS f o r  f i n a l  Technetium T c  9% Serum Albumin 
p r e p a r a t i o n .  1 PACKAGE INSERT. 

K i t  Contents :  5 STERILE REACTION VIALS (10 cc, S i l v e r  Aliuninwn O v e r s e a l ) ,  each 

0 Sto rage :  S t o r e  k i t  c o n t e n t s  i n  r e f r i g e r a t o r  (2-8 C ) .  Do n o t  f r e e z e .  

D i sposa l :  T h e ' r e s i d u a l  materials may be d i s c a r d e d  i n . o r d i n a r y  t r a s h  provided the 
v i a l s  and s y r i n g e s  r e a d  background w i t h  an a p p r o p r i a t e  l o w  range  s u r v e y  meter. 
sugges ted  t h a t  a l l  i d e n t i f y i n g  l a b e l s  be des t royed  b e f o r e  d i s c a r d i n g .  

It i s  

, .. .. . -. .. . ., . :  ...... , . .  . - - . . . . : .  . . . .  

("A Schema f o r  Absorbed-Dose C a l c u l a t i o n s  f0.r B i o l o g i c a l l y  D i s t r i b u t e d  Radionucl ides ,  
Supplement No. 1, N I R D  pamphlet No. 1, J .  N u c l .  Med. ,  p. 7 ,  1968. 

I580077 



i .  .. ORDERIEIG OR TECKHICAL INFO;. tTION, 

CONTACT I.lA.NI;FACTU RER: 

. Telephone (914) 967-7800 

. .  . .  

- .  
This  reagent  k i t  i s  approved for use by persons . 
l i censed  by the U. S.. Nuclezr Regulatory Comiss ion .  

pursuant  t o  Sec. 35. 1 4  and'Sec. 35. 100 Group 111' 

of 10 CFR P a r t  35 or under equivalent  l i c e n s e s  of 

. --. .. 

. .  
_ .  . .  Agreement S-tates. , . .  . .  . . . . .  

. .  

Pr in t ed  i n  U.S.A. 
. .  

June, 1976 
L-308-1.. 
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PHASE I CLINICAL S m  . ' 

_. TECHNETIUM 99m HSA was edministered t o  2 normal volunteers 

each a t  Xlwaukee County General Hospital  and Johns Kopkrzls Medical 

. '  I n s t i t u t i d n s ,  acdofdin-g t o  'the 'protocol- supplied in  BB-IND 832:;. .The ' 

- .. following i s  a sunrmasy of t he  findings: 

V i t a l  Signs - Unchanged. 

Blood Chemistry - Unchanged. 

Urinalysis - Unchanged. 

Adverse Reactions - None. 

Quality of Image - Good. 

a 1 Hopkins - "he'  r a f i o p h m a c e u t i c d  performed . . 

' s a t i s f a c t o r i l y  and permitted determination o f  ?I 

cardiac e jec t ion  f r ac t ion  and brain scanning. 

Milwaukee - "The qua l i ty  of the  image i s  

_ .  

b) 
, 

.. sa t i s f ac to ry  f o r  i n t e rp re t a t ion .  'I 

Blood Clearance (T 1/2 slow component) - 10-16 hours. 

Urine Cleuance - 394 avg. i n  24. hours. 

The c l i n i c a l  repor t  forms and r a w  da ta  are  attached. 
the  scans from Milwaukee were l o s t  in-hospi ta l  and therefore  are' missing 

Copies of 

from ' th i s  report .  ._  . 

I180019 



. . . . .  

TABULATIONS - PHASE I1 HOPKINS STUDY 

Male - 12 
. . .  . . .  . . . . .  . .  . . . . . . . .  . .Fenale - 3 - . . . . . . . . .  

Age: 

20-29 - 2 

30-39 - 1 

. .- 

2 

40-49 - 4 
50-59 - 5 
60-69 - 2 

Over 70 - 1 
Diagnosis : 

Per icard ia l  eff'usion - 1 

Myocardial in farc t ion  - 7 
Ventricular hypertrophy - 4 
By-pass folloyd-up - 1 

Dilatat ion - 1 

N O I X L ~ ~  - 1 
Confirmation of diagnosis - 15 

Adverse reactions - 0 

False pos i t ives  - 1 possible, see case 15 

False negatives - 0 

Scan q u a l i t y  (1-5, 5 being bes t ) :  

1 - 0  
2 - 0  

' 3 - 0  

4 - 0  

5 - 1 5  



PHASE'II CLINICALS . 

A. ' JOHNS HOPKIPIS bIEDICAL INSTITUTIONS 

. -  
Fif'teen'patients received TECHNETIUM 9 9  HSA f o r  blood . . -  

- ,  

pool/cardiac e j ection/heart  imaging. 

a l l  cases, no adverse r e a c t i m s  were noted, and-'no.confirmed false pos i t ives  

The q u a l i t y  of imag-e was' excel lent  i n  

o r  negatives encountered. The ..following i s  a summary of the . f ind ings :  

Case Data - -  
1 3/8/75 

:. 2 3/12 
3 3/13 

. 4 3/18 
.. . .. . . 

- 5  
16 

7 

8 

9 

. 10 

. .  ll 

I2 

13 

1 4  

'4/25 
4/25 

4/29 

4/29 
4/29 

4/29 
4/30 

4/30 

4/30 

511 

A x  - Sex I n i t i a l '  Diagnosis Scan Diagnosis Confirmation 
Yes - echo- 27. F Pericardial Effusion P.E. 

55 M Myocardial Infarct ion I.- :- ., M . I .  - Yes .- surgery 
car  diogrsm 

63 M - M.1 -..... M.I. Yes - EKG, 2 0 ~ ~  

61 M Pros the t ic  valve 
follow-up 

44 M Post coronary by- 
pass 

53 M M . I .  follow-up 

40 M Chest pain 

50 :F Hypertrophy 

47 .M R/O M . I .  

70 F Polymyosites with 
d i l a t  &ion 

33 M , M . I .  

54 M Aortic s tenosis  

28 M Sarcoidosis 

Left  ventric- . 
ular hyper - 
trophy 

M.I. . _  . 

M . I .  .'-.'.. * .  

Regions of 
hy-perkine s i  s 

Old M.I.'s 

NOITlal 

Yes k .  cxpect'ed 

Yes - EKG, CPK 

Yes - EKG, CPK, 
h i s t o r y  

Yes - h i s t o r y  

Yes #.- ,history 

Yes - cathe%eriza- 

., . . . _  . .  

t i o n  
e .  Hy-pertrophy ::: Yes - EKG 

M.I. Yes - 201T1, ~ F O -  
. . .  

. . .  .phosphate 

Dilatation Yes - h i s t o r y  

M . I .  :Yes - ca the ter iza-  
t i o n  

Severe Yes - surgery 

. hy-pertrophy 
Gross -Yes .- 2 0 1 ~ 1  . 

ventricular..  
hypertrophy 

.ventricular : .- 



Four pa t ien ts  received TECHNETIUM 9% . .  HSA, one f o r  brein i m a g i n g  

and t h r e e  f o r  cardiac imaging. 

excellent,  no adverse react ions were observed, nor were f a l s e  posi t ives  o r  

negatives encountered. 

I n  all cases the  q u a l i t y  of t he  image wes , 

Case ' Date Age Sex I n i t i d  Diagnosis Scan Dia.e;nosis Confirmation - -  - - -  _. 

16 4/18/75 25 F Post-op kidney Di la ta t ion  and No 
t ransplan t  p e r i c a r d i a l  

effusion 
17 4/18/75 13 F Cardiomegdy Di la ta t ion  Yes - X-rey 

-- . .- . . 18 4/30/75- .- 60 F Post-op Abscess 'Yes - 9 9 m T c - ~ ~ . 4  

craniotomy - 

hea r t  pe r i ca rd ia l  
f a i l u r e  effusion 

19 6/5/75 64 F Congestive Dilatat ion and Yes - autopsy 

Tabulations: 

Male - 0 

Female - 4 
- .  

Age : 

Under 18 - 1 

20-29 - 1 
60-69 - 2 

, 

Diagnosis : 

Dila ta t ion  and pe r i ca rd ia l  effusion - 2 

Di la ta t ion  - 1 

Cranial  abscess - 1 

Confirmation of diagnosis - 3 

Adverse reac t ions  - 0 

False pos i t i ves  and negatives - 0 

Scan qua l i ty  (1-5, 5 being b e s t ) :  

5 - 3  
4.5 - 1 

II t 8 0 0 8 2  

. . .  - . . . .  . .  . 



PHASE In  i, A '- ..- 
1. TITLE: Phase I11 Clinical T r i a l s  w i t h  TECHNETIUM 99mHSA.  

2. PURPOSE: A s  i n  Phase 11, the a b i l i t y  of the  drug t o  provide quali ty 
cardiac blood pool imaging and cardiac eject ion f rac t ion  da ta  
that w i l l  aid i n  diagnosis w i l l  be the c r i t e r i a .  Possible 
f a l se  posit ives or negatives are  t o  be explained fully.  

3 .  h a f O D r  A. Sele&on=of -----I_-----___-_------ Study Subjects: . G -  

The hrug w i l l  be used i n  place of the hospi ta l ' s  n o d  
cardiac blood pool imaging preparation for  no longer than 6 months. 
t h i s  time it i s  estimated that a t o t a l  of about 100 pa t ien ts  w i l l  receive 
the drug. A l l  should require  imaging as an a id  t o  diagnosis. The only age . 
and sey r e s t r i c t ions  w i l l  be those stated i n  the warning section of the 
Inforxddonal  Material. 
which i s  attached t o  t h i s  protocol).. 

During 

e Patient  consent w i l l  be obtained (see Consent Form 

- B. Product Information: ._ ----- _-___--______-  
1) Chemical: 

2) Ha, Supplied: 

Sodium pertechnetate ''%c i s  rkduced with 
stannous t a r t r a t e  and bound t o  the  Human Serum Albumin molecule. 

.I 

Each Vial contains: 
21.0 mg E m n  Serum Albumin, 
0.23 mg Stannous Tartrate.  

"- 

3 )  Recommended mCi  Dose: Cardiac Blood pool: 3-5 mCi  

4) Route of Administration: IV. 
5)  Imaging: 

Cardiac Ejection Fraction: 10-20 m C i  
,- - 

Selective cardiac imaging t o  be performed 
immediately post injection. 

4. RECORDDJG AND PROCESSING DATA: - 

t o  the investigator by the  Drug Regulatory Department of Union Carbide- For 
each evaluation period and f o r  each patient, all completed case report  forms, 
signed and dated by the investigator, w i l l  be forwarded t o  the Clinical  Monitor 
a t  Union Carbide Corporation, Drug Regulatory, Tuxedo, N.Y. 10987 within - m e  
- week a f t e r  the  evaluation i s  completed. 
given under "COMMENTS" f o r  all  required data or  other  information tha t  i s  
missing from any case report  form.submitted. 

report  forms w i l l  be recorded i n  type or legibly pr in ted  i n  black ink fo r  
ease of duplication, interpretation, and data processing. 

A l l  required data w i l l  be recorded on case report  forms supplied 

A reasonalble explanation must be 

A l l  numerical data and information required on a l l  the case 

Representative scans are requested t o  be submitted. 

5 .  ADVERSE REACTIONS: 

t han  those associated w i t h  the  patient.'s specific disease s ta te ,  and t h a t  i s  
considered t o  be c l in ica l ly  significant by the invest igator  must be repeated 
within 48 hours t o  ru l e  out l a b  error.  I n  t e s t s  where there  i s  pers is tent  
abnormality, repeat analysis w i l l  be performed a t  in t e rva l s  appropriate t o  
t h e  abnormality until the cause ,is determined or re turn  t o  normalcy occurs. 
!ihe question of the  relat ionship of--the adverse react ion t o  the drug 
administration w i l l  be determined by the investigator a f t e r  thorough consideration 
of all the  f a c t s  t ha t  a re  available t o  him. 
reactions will .  be reported t o  Union Carbide's Drug, Regulatory Department 

Any laboratory t e s t  reportea t o  have an abnormal value, other 

Signif icant  and serious adverse 

imed ia t e ly  by telephone (914-351-2131, Exts. 315 o r  391) and subsequently 
5. days of the occurrence. 



6. STATISTICAL SWEMENT: ' 

subjected to a s t a t i s t i c e l  analysis by t h e  Sponsor. 
The data obtained during t h e  course of t h i s  c l i n i c d  study w i l l  b e  

Within one month a f t e r  receiving t h e  s t a t i s t i c &  report  *om Un on 
--.Carbide; the ' investTgator w i l l  submit a-wri t ten,  f i na l  summary. This my be as 

However, we suggest that it includes the  standazd br ief  o r  lengthy as desired. 
sections: 

7. SPECIAII NOTES: 
Objectives, Materials and Methods, Results, Discussion and. Conclusions. 

A. Alterations of t h e  Protocol 
------------^----^--------- 

No a l terat ions o r  changes i n  t h i s  protocol w i l l  be permitted 
without t h e  wri t ten approval of M r .  A .  E. Westerfield o r  Miss K.  Jensen of Drug 
Regulatory, Union Cazbide. 

B. Disclosure -----_-__- 
All information provided t o  t h e  investigator dealing with the  

invest igat ional  drug, w i l l  be regarded as confidential .  
Reseach Team agree not t o  disclose such information in  any way without p r i o r  
writ ten permission from Union Carbide. 

The members of t h e  

C.  Monitoring ---------- 
This study w i l l  be monitored by UCC Drug Regulatory at  all 

stages of i t s  development, from inception t o  i t s  conclusion. 
be i n  t h e  form of personal visits if necessary and c o m i c a t i o n s  - ( l e t t e r ,  telephone) 
t o  assure t h a t  t he  investigation is car r ied  out according t o  t h e  protocol design 
and specifications.  

This monitoring nay 

PROTOCOL RFVIEN COMMITTEE - 
This protocol will, if approved, be submitted t o  a proper I n s t i t u t i o n a l  

Review Committee, as required by the  Code of Federal Regulations, for  i n i t i d  
approval and proper follow-up. 



_. . . . . .  . . . .  ' . . . .  .. . ̂ .. : ..- . .'. . . . . - . .  , .  .. . .  .. . 

I m-derstacd t h a t  I have been asked t o  p a r t i c i p a t e  i n  a s tudy  
t h a t  involves  my r e c e i v i n g  an i n - r e s t i g a t i o n a l  a2d r a d i o a c t i v e  
dr.1.g. 
s u f f i c i e n t l y  informed of $he pxrpose of  t h i s  s tudy,  of  t h e  
na t i l re  of t h e  drug and r a d i a t i o n  exposme t h a t  I w i l l  rweive,  
of t h e  p o s s i b l e  b e n e f i c i a l  e f f e c t s ,  of t h e  methods, ar_d t h e  
means a d  durat ior?  of a d m i n i s t r a t i o n  of t h s  drug, 
veniences,  hazards,  o r  adverse  e f f e c t s  t h a t  might r e s u l t  froin 
u s e  of  t h e  drug, a r d  of t h e  a l t e r n a t i v e s  t o  t h i s  coxrsF-1 of 
d i a p - o s i s .  

Before g iv ing  a&- consent  by sigr_*-g t h i s  form I have been 

of t h e  incon- 

I n  g i v i n g  my consent,  I acknowledge t h a t  my p a r t i c i . p a t l o n  i? 
t h i s  r e sea rch  project ;  i s  v o l m k a r y  a d  t h a t  I may withdraw at  
afiy t i n e .  

I n v e s t i g a t i o n a l  Drug 

Protocol N'mber 

P a t i e n t  S igna tu re  

Date 

Witness 

Date 

I t 8 0 0 8 5  



\. . 

-. . . .  Amaunt I -  . -  .. . . . . .  * 

Lot Ho. Injected: A d i v l t y  ncl Volume ul Concentration &/d 

PATIENT Initials or llame Hospitel A d d s s l o n  3 
Age su: 

INITIAL CLINICAL DLAcpiOSIS - 

cLTh?cAL DATA: 
T h e  f f l o w l n g  scan, p a t i e n t  observed hours, dqfs - 

(1 t o  5 
elng best) IMAGE rnORMATI(ZY: Camera RectilLnear Qulity of r,,,e 5 b 

Clinical Dla&osis as a Result of Image: 

ADVERSE REACTIONS: Konc SUlOUS su&t 
Explaln any reac t ions  

Was reac t ion  due t o  t b e  radioblagnost ic  Yes NO 

(If Yes, explain) 
I 

~ i a c  oi r e a c t i o n  fonovFng 4 e c t i o n  m e  of duzat ion of reaction 

suI.IMAI(I- - TI (includlng c o n f i d n g  dataof other departments LT p o s s i b l e ) :  

Signed: Date: 



Minutes 
of the 

BNL Human Studies Review Committee 

13 April 1976 

Present: N.P. Rathvon, Jr., D.C. Borg, D.R. Christman, H.R.  Connell, R.A. Love, 
C.B. Meinhold, I. Zanzi 

Absent: R. Doremus 

Also present: Alternates - W.W. Shreeve 
Others - J. Holder, C. Kerr 

The meeting was held in the Large Conference Room of the Medical Research 
Center and called to order by Mr. Rathvon at 1400 hrs. 

The minutes of the previous meeting, 10 February 1976 were accepted as 

CIRC 109, 11201Thallium as Thallous Chloride in Sodium Chloride for 
Myocardial Visualization", approved 3/24/76 at an unconvened meeting of the 
Cornittee was noted for the record. The annual recertification was approved 
with a revised investigational consent 11176 (replacing 111) by Dr. Cronkite 
on 3/25/76. 

distributed. 

* 

The Committee acknowledged for the record the letter from Dr. Chalkley to 
Dr. Vineyard stating that the Laboratory's General Assurance has been approved 
by the DHEW. 

Many of the proposals submitted to the Committee for recertification at 
this meeting warranted a complete review of the original protocol, addendums, 
revisions, etc. Mr. Rathvon stated that in order to speed up the process of 
approval, he had asked various members for their help and assigned to them the 
task of reviewing the files of certain proposals prior to the meeting. 
Committee agreed that this seemed to be a worthwhile method of proceding. 

The 

There followed extensive discussion of the possible total radiation exposure 
of a research patient from all procedures including the various diagnostic studies 
routinely prescribed on admission and participation in other studies as a volun- 
teer. The view was expressed that the Committee should establish guidelines and 
a radiation limit. It was the consensus that: a) each proposal hereafter sub- 
mitted contain an estimate of the total radiation the patient would be given in 
the planned program; b) the Committee should request the Medical Staff to recon- 
sider its previous decision to discontinue the radiation exposure surranary for 
each patient; c) the radiation limits of the FDA set forth in the Federal Register, 
Vol. 40, No. 144, Section 361.1, page 31309 should be observed; and d) the Patient 
Care Evaluation Committee should be requested to determine if excessive use was 
being made of patients as volunteers in other programs. 

Investigational consent 147, "Extracorporeal Irradiation of Blood" was re- 
viewed as requested in Dr. Cronkite's memo dated 2/4/76 to the Committee. 
was granted to change the consent. 
on CIRC'S 18R and 122 replacing consent 147. 

Approval 
Investigational consent 182 will now be used 



. 

a Minutes of t h e  
BNL-HSRC (Cont'd.) (. , 

C I R C  62, "Medical S tud ie s  of Marsha l l e se  People A c c i d e n t a l l y  Exposed t o  
Rad ioac t ive  F a l l o u t  i n  1954"; CIRC 110, "Studies  of Antigen - Induced Mechanisms 
i n  Human Lymphocytes"; and CIRC 113, "Labeling o f  Blood Elements w i th  Rad ioac t ive  
Nuclides" were reviewed and r e c e r t i f i c a t i o n  was approved. 

C I R C  70, "Detection of Impaired Pulmonary Func t ion  wi th  Mass-Spectrographic 
Tracer Technique" w a s  reviewed and approved f o r  r e c e r t i f i c a t i o n  with t h e  fo l low-  
i n g  change on t h e  consent  form #62: "The s p e c i f i c  s t u d y  i n  which I s h a l l  p a r t i c i -  
p a t e  is "Measurement of R e s p i r a t o r y  Dynamics ( b r e a t h i n g  motions) Using H e l i u m "  
be changed t o  "The s p e c i f i c  s tudy  i n  which I s h a l l  p a r t i c i p a t e  is "Measurement 
of R e s p i r a t o r y  Dynamics ( b r e a t h i n g  f u n c t i o n s )  Using H e l i u m "  and a l s o  provide a 
s i g n a t u r e  of a wi tness .  
r e p l a c e  #62. 

Revised i n v e s t i g a t i o n a l  consen t  177 w i l l  be used t o  

C I R C  36G and 96R - Addendum and R e c e r t i f i c a t i o n :  
f o r  bo th  C I R C ' s .  Because of t h e  amount of procedures  and changes r eques t ed  on 
both of t h e s e  C I R C ' S ,  t h e  Committee d i d  not  approve t h e  annual  r e c e r t i f i c a t i o n .  
HSRC is  r e q u e s t i n g  t h a t  both C I R C ' s  be  r e submi t t ed  as o r i g i n a l s  when they  are due 
f o r  annual  r e c e r t i f i c a t i o n .  

The addendum was approved 

CIRC 105, "Study of t h e  E f f e c t s  of Th iaz ide  on E s s e n t i a l  Hypertension". An 
addendum was  submit ted and approved. 

CIRC IOA, "Studies  of Calcium Kinet ics"  was  forwarded f o r  r e v i s i o n  and 
annual  r e c e r t i f i c a t i o n  o r i g i n a l l y  a t  t h e  2/10/76 meet ing when t h e  Committee de- 
c i d e d  t o , d e f e r  a c t i o n  awa i t ing  a d d i t i o n a l  i n fo rma t ion .  
and approval  was  g ran ted  a f te r  changes were made on t h e  consen t  #74. 
consent  i s  #175. 

This d a t a  was s u p p l i e d  
The new 

CIRC 135 - I n i t i a l  proposal  e n t i t l e d  "Chromosomal Aber ra t ions  i n  Genet ic  
Diseases" w a s  approved. 

C I R C  42,  '118F Bone Scanning" was  submi t t ed  f o r  annual  r e c e r t i f i c a t i o n .  
Approval w a s  g iven  s u b j e c t  t o  r e v i s i o n  of t h e  consen t  form t o  i nc lude  a) a state- 
ment of t h e  procedure i n  language t h e  p a t i e n t  can  understand,  and b) a d e s c r i p t i o n  
of haza rds  o f  t h e  in t r avenous  i n j e c t i o n .  

C I R C  1 5 R ,  " C l i n i c a l  Use of '%c S u l f u r  Co l lo id"  was submit ted f o r  annua l  
r e c e r t i f i c a t i o n  and approved w i t h  t h e  recommendation t h a t  both consent forms V179 
and 180 be r e v i s e d  t o  inc lude  t h e  fo l lowing  s t a t emen t :  "This procedure w i l l  r e s u l t  
i n  a r a d i a t i o n  dose of one f i f t h  of t h e  dose p e r m i t t e d  occupa t iona l  workers each  
year".  I n v e s t i g a t i o n a l  consent  8179 ( r e p l a c i n g  87)  and 180 ( r e p l a c i n g  69) are t o  
be used on t h i s  CIRC.  The Committee a l s o  reviewed t h e  waiver given t o  minors and 
agreed t o  con t inue  it .  

._ - . ..- 

C I R C  26R, "Technetium 99m Labeled Human Serum Albumin (produced by t h e  
s tannous i o n  method) : 9~Tc-SHA(sn)"  p re sen ted  f o r  annual r e c e r t i f i c a t i o n  was 
approved w i t h  t h e  understanding t h a t  t he  f o l l o w i n g  s t a t emen t  be added t o  t h e  new 
consen t  form t o  be numbered 178 r e p l a c i n g  72: "The r a d i a t i o n  dose i s  of t h e  same 
magnitude as t h e  r a d i a t i o n  dose r ece ived  by t i s s u e s  i n  many s t anda rd  d i a g n o s t i c  
procedures .  The r a d i a t i o n  dose r e c e i v e d  i n  t h i s  procedure i s  approximately one 
t e n t h  of t h e  dose pe rmi t t ed  occupa t iona l  r a d i a t i o n  workers". 



. -  

Minutes of t h e  
BNL-HSRC (Cont Id. ) - 3 -  

CIRC 63R, "Evaluation of Iodine-123 as Sodium Iodide' '  w a s  approved f o r  
annual r e c e r t i f i c a t i o n  provided t h a t  a s t a t e m e n t  be inc luded  i n  t h e  p r e s e n t  
consent  form P114 concerning t h e  h a z a r d s  o f  intravenous i n j e c t i o n .  Once 

. a g a i n  t h e  Committee reviewed t h e  waiver g iven  t o  minors and ag reed  t o  con- 
t i n u e  it. 

CIRC 95, "Indium-111 f o r  Marrow Imaging" was forwarded t o  t h e  Committee 

D r .  Zanzi r e p o r t e d  that D r .  Atkins  
f o r  annual r e c e r t i f i c a t i o n .  The Chairman had asked Dr. Zanzi  t o  review t h e  
complete C I R C  f i l e  p r i o r  t o  t h e  meeting. 
i n t e n d s  t o  i n a c t i v a t e  t h i s  CIRC and t h e r e f o r e  no a c t i o n  was  taken.  

CIRC 123, " C l i n i c a l  and Metabo l i c  Eva lua t ion  of t h e  Response of Renal 
Osteodysttophy t o  t h e  Treatment of D i e t ;  25 Hydroxycho leca lc i f e ro l ;  l - a l p h a  
Hydroxyca lc i f e ro l  and 1,25 Dihydroxycholecalciferol" p r e s e n t e d  f o r  annual  
r e c e r t i f i c a t i o n  o f  BNL's only p a r t i c i p a t i o n  i n  t h e  s tudy  - TBNAA. The CIRC 
was approved w i t h  t h e  recommendation t h a t  a s t a t emen t  of t h e  procedure be 
added t o  t h e  consen t  i n  language unde r s t andab le  t o  t h e  p a t i e n t .  This r e v i s e d  
consent  w i l l  be  numbered 181 and r e p l a c e s  55. 

The Committee noted wi th  concern t h a t  procedures  o u t s i d e  t h e  Laboratory i n  
C I R C  123 i n c l u d e  t h e  withdrawal of 216cc o f  blood over a 24 hour  p e r i o d  and 
lOOcc ove r  t h e  nex t  2 days t o t a l i n g  316cc i n  a 72 hour p e r i o d  taken from s i c k  
p a t i e n t s .  M r .  Rathvon w i l l  b r i n g  t h i s  t o  Dr. Atkins a t t e n t i o n .  

CIRC 136, "Evaluation: Human C a l c i t o n i n  BA 47175 Treatment i n  Page t ' s  
Disease of Bone" is  an i n i t i a l  p r o p o s a l  and was  approved with t h e  fo l lowing  
s t i p u l a t i o n s :  1) Only TBNAA w i l l  be  performed a t  BNL, 2) Consent form should 
be supplemented by i n c l u s i o n  of a s t a t e m e n t  o f  t h e  procedure t o  be followed i n  
language unde r s t andab le  t o  t h e  p a t i e n t ,  and 3)  Answer t o  F3 on  page 2 of 4 of 
t h e  p roposa l  shou ld  be c o r r e c t e d .  

C I R C  108, "Glucagon i n  t h e  Treatment of Page t ' s  Disease of Bone" was approved 
f o r  annual r e c e r t i f i c a t i o n  w i t h  t h e  f o l l o w i n g  as a 3rd s e n t e n c e  i n  t h e  f i r s t  
paragraph:  "Since Glucagon i s  a p r o t e i n ,  . a h y p e r s e n s i t i v i t y  r e a c t i o n  is  possible" .  

The next  HSRC meeting w i l l  be  h e l d  on Tuesday, May 11, 1976 a t  1400 h r s .  
t h e  Large Conference Room. 

The meet ing adjourned a t  1630. 

R e s p e c t f u l l y  submi t t ed ,  

Carole  Kerr 
Execut ive S e c r e t a r y  



HOSPITAL OF THE MEDICAL RESEARCH CENIKH, 
BROOKHAVEN NATIONAL UeORATORY 

0 ADDENDUM Technetium-9% Labeled Human Serum Albumin (produced 0 INITIAL T i m :  

by the stannous ion method): 99mTc-SHA(Sn). 
0 REVISION RECERTIFICATION .- 

ClRC No. 
26 Rev. 

0 REACTIVATION 

TO CHAIRMAN, Clffcl HSRC. 
THE PROPOSAL FOR CLINICAL INVESTIGATION IDENTIFIED BY THE ABOVE CIRC NUMBER A N D  TITLE IS FORWARDED HEREWITH FOR REVIEW AND RKOhWENDATION. 

Annual Recertification EP. QONKITC, MD., Chairman, Medical Deporment Dote 

,'I TO CHAIRMAN, MEDICAL DEPARTMENT: 

TH&!i%&NIFWED THE ABOVE IDENTIFIED PROPOSAL ON 

WITH THE KKcOWlNG MOOlFKATlONSl 

U. Reincke,Alt. 

C.W. Flood, Alt. D. D. Joel, A1 t . 
. .  cone, AIL. - 

,- G.A. Price,Alt. 
- H.R. CONNEU - C.B. Meinhold 

LI ,- 

\ ~ D.C.BORG 

JA. htssur, Alternate 

1 
\ 

RA. Love 

TO nrs. Atk ins. Ansari & Klopper, 

ABOVE T~TLED AND NUMBERED PROPOSAL IS  Approved SUBJECT TO THE W O W I N G :  

Revised investigational consent #178 (replacing #72) is to be used on this CIRC. 

/ . L  c.$+d 7 6  I 

Above investigators, Dr. Chanana, A .  Harrison, J. Holder, J. Matkovich,Clinic 

- 
E.P. CRONCITC, MD., Choirman, Medical Deportment Dote 

C l R C F c m I  7/25/75 cc: 



CIRC 26 Rev. 
RECAP SHEET as 
of 2fW 

,312 4/76? 

. -- 

hbeled Human Serum Albumin (produced by the stannoua ion 

Pt8. studied 
1971-1972 1 pt. 

APPROVALS 

Init tal 
DEPT . - BSRC - 

11/8/71 11/9/71 
Recertification 

12/12/72 12/ 19/72 
Recertification 

1/14/74 1/ 15/74 
Recertification 

2/7/75 2/11/75 
Recertification 

Purpose: To delineate blood pools such as heart aneury~ma in pts .  in whom 
this is clinically indicated. 
intended. 

No specific research program is 
This is t o  support other clinical programa in the hospital. 



HOSPITAL OF THE MEDICAL RESEARCH CENTER, 
BROOKHAVEN NATIONAL LABORATORY 

Upton, New York 1 1973 

. 

CIRC STATUS MEMO 

CIRC No. 

26 Rev. 
I 

Title: Technetium-9% Labeled Human Serum Albumin (produced by t h e  s tannous  ion method) : 
I 

g%Tc-SHA(Sn). 

T ~ :  D r .  Atkins  Date: 2/9/76 

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 I N D  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 2/20/76 , approval of,the proposal wiIl automatically 
be discontinued. 
RECAP SHEET ATTACHED 

PLEASE REVISE CONSENT ON NEW FORM 

be discontinued. 
RECAP SHEET ATTACHED 

PLEASE REVISE CONSENT ON NEW FORM R.B. &onso< Ph.D., Associate Chairman ' Date ' 
To R.B. Aronson. 

CIRC PROPOSAL NUMBER J L  LIS: Continuing Inactive . 0 
Proposed substantive changes are attached *& - 

Adverse effects that have been first noted since the last approval include: 

Since the last approval patients have experimental regimen. 

The Sponsoring Physician as of this date is 

The following changes in Investigators should be noted: %& l? l 2 G a . h ;  

n 

y . "&Tw 

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

Compound '"*x A54 IND# ./,Z &Z' Compound IND = 

~ C J  I : ? .  . 
, ./ - I .  -'.,-. : . '  

The investigational consent form(s) used in this project are numbered 
Patients involved in this study are rrferrals from or also studied a t  the following institution(s) 

7 G L  and copies are attached. 

L', 
Attach statement froy institution(s1 indicating the revicw committee approval is current. 

Date Sponbring Physician Date 
Signed ' Principal Investigator 



HOSPITAL OF THE MEDICAL RESEARCH CENTER, 
BROOKHAVEN NATIONAL LABORATORY 

Upton, New York 11973 

PAV. - 

O.P. - 
CONSENT FOR PROCEDURE, STUDY, OR 
DRUG UNDER CLINICAL INVESTIGATION 

I 

- 7 - 7  

I understand that research patients of the Hospital of the Medical Research Center, Brookhaven National Laboratory, are asked 
to participate in procedures and studies not established as current medical practice but which are undertaken to discover and evaluate 
new methods of diagnosis and treatment of certain diseases and to study the nature of a disease, or the effectiveness of current 
methods of treatment, in the hope that a better understanding will lead to more effective control and even its eradication. 

i 
I understand that the procedure explained below 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 the study may not be revealed to me. ' 
1 The following has been stated to me by Dr. . ........................................................ : 

~ 

I 

I 

Technetium-99m labe led  human serum albumin i s  t o  be i n j e c t e d  intravenously I 

and s c i n t i p h o t o s  ob ta ined  of i t s  d i s t r i b u t i o n  i n  t h e  body. No p a r t i c u l a r  
I 

hazards o r  inconveniences a r e  a s soc ia t ed  w i t h  i t s  use.  The r a d i a t i o n  dose i s  i 
I 

s imi l a r  t o  t h a t  i n c u r r e d  by having a c h e s t  x - r ay .  

i n f e c t i o n  by t h e  need le  puncture i s  extremely r a r e .  The examination is  believed 

t o  be of some b e n e f i t  t o  t he  p a t i e n t  i n  o u t l i n i n g  t h e  major blood v e s s e l s  and 

h e a r t  blood pool f o r  eva lua t ion  o f  v a s c u l a r  d i s e a s e  o r  p o s s i b l e  impaired 

h e a r t  func t ion .  No non-experimental a l t e r n a t e  method i s  a v a i l b l e  a t  lesser r i s k .  

The chance of introducing an 

I have been advised that i f  I wish a more detailed explanation of any of these matters i t  will be given. (If additional information , 
i s  given, a summary should be attached.) 

I 
I understand I am free to withdraw my consent and discontinue participation in this activity at any time, without preiudice to me. I 

I have read the foregoing and hereby consent to participate in this procedure. 

i PATIENT'S NAME 

SIGNED BY: 

(Patient and, when necessary, Legal Guardian) (Date) 

WITNESS: I 
(Date} i 

i I, the undersigmed, herewith affirm that I have explained the above to Mr. (Mrs.) [Miss) 
and I am willing to answer further inquiries. 

I 
! M D  DATE 
I 

Form 19138 



H'OSPITAL OF THE MEDICAL RESEARCH CENTER. 
BROOKHAVEN NATIONAL LABORATORY 

Upton, N e w  York 11973 

CONSENT FOR PROCEDURE, STUDY, OR 
- 7 2 -  

NAME 

UNIT NO 

DRUG UNDER CLINICAL INVESTIGATION PAVfllON OP 

I understand fhot the physicians ot the Hospital of thc Medical Rescorch Center, Brookhavcn Notionol Loborotory ore e n g q d  111 

reseorch and study'of the notwe of diseoses ond of new methods of diagnosis and treatment. I hove been infcrmed of the ont!cipoied 
durotion of  hospitolizofJon ond the noture of the procedure, study, or drug under clinical investigotion known os: 

\ .  

\ 
Radioac t ive  Tc l a b e l e d  human serum albumin f o r  blood pool scanning T 

\ 
I understand thot the nature o this procedure, study, or drug i s  cxpcrimentol, ond thot at the present time no assurance con bc 

given thot my participation will be di ctly beneficial to me. I hove been informed thot the timing ond sequcrlcr o f  thesc studies mciy 
not be reveoled to me I understond tho n fhc opinion of the invcstigalors rcrponsible for lhis project ond of thc Rcview Soord (Clini- 
col Investigations Committee), I should be i ormed of the following possible hozards and inconvciiiences before agieeing to this clinicol 

system and components a r e  \- checked e r i o d i c a l l y  

invest igot ion: 

The compound cannot be t e s t e d  f o r  s t e r i l i t y  and pyrogens be fo re  use .  The 

V 

I have been informed of the obove. I hove olso been informed of 
been offered the opportunity for further discussion of this procedure 

I voluntarily consent to participate in the above studies with on 
might occur in the course thereof, and with the further understanding 

rocedures. These moy or may not be used. I huve 
with the attending physicion. 

of the known possible effects or hazords thot 
cts of such procedure, study, or drug are m o m .  

- ~ - .  PATIENT 5 NAME 

SIGNED BY 
(Patient or Lcgol Guardian) 

WITNESS. \ 

I, the undersigned, herewith offirm thot I hove exploined the obove to Mr. (Mrs.)  (Miss) 
and I om willing to onswer further inquiries. 

M D  DATE 

I180094 
Form l913 - 7 2 -  



c Minutes CLRC Meeting 

10 February 1975 

P resen t :  H.R. Connell ,  R.A. Love, E.A. Popenoe, N.P. Rathvon,Jr. ,  U. Reincke 

Absent: G.C. Co tz i a s ,  R. Dorernus, L.D.Hamilton, G.A. P r i c e  

The meeting was he ld  i n  t h e  Small Conference Room of t h e  Medical Research 
Center.  M r .  Rathvon p res ided  and opened t h e  meeting a t  1400. 

The minutes o f  t h e  previous meeting 6 Janua ry  1975, were accepted as 
d i s t r i b u t e d  , 

F i r s t  d i scussed  were a c t i o n s  taken by t h e  Committee a t  no t  r e g u l a r l y  con- 
vened meetings: 

1) 

2) 

C I R C  36 Addendum f o r  a s p e c i a l  v a r i a n c e  f o r  a 15 year old boy was 
approved 22 Janua ry  1975. 
C I R C  122 t i t l e d  "Study on p a t i e n t s  w i th  Chronic Lymphocytic Leukemia" 
was approved 15 January 1975. 

A s  r ega rds  C I R C  122 it was noted t h a t  i n  paragraph C of t h e  supplementary 
information on r a d i o n u c l i d e  admin i s t r a t ion  ( c o n t i n u a t i o n  on page 7) 3HCdR should 
be replaced with 3H-Cytidine. 

Next, t h e  fo l lowing  p roposa l s  were approved f o r  r e c e r t i f i c a t i o n :  
_- 

\ C I R C  26 Rev. 3/30/71, C I R C ' s  62,108,110 and 112. 
-h 

The approval o f  C I R C  112 was on the  unde r s t and ing  t h a t  a l l  reasonable  e f f o r t s  
w i l l  be taken t o  exc lude  pregnant females, 

Communications r ece ived  and noted: 

1) from H.L. A tk ins ,  1/13/75 responding t o  ques t ions  r a i s e d  du r ing  the  
review f o r  r e c e r t i f i c a t i o n  of C I R C  56. The exp lana t ions  were found 
accept  a b l  e. 
from S.H. Cohn, 1/16/75 r eques t ing  t h a t  D r .  A. Martino be an authorized 
p a r t i c i p a n t  i n  C I R C ' s  10A and 36A. 
from S.H. Cohn, 1/16/75 r eques t ing  t h a t  approval  be g iven  t o  D r .  Aloia 

' t o  see p a t i e n t s  a t  NCMC on CIRC 36G and i n d i c a t i n g  t h a t  approval of t h e  
study has  been requested from t h e  NCMC CIRC. 
from I. Zanzi ,  1/21/75 responding t o  t h e  Committee's r e q u e s t  f o r  a d d i t i o n a l  
information on CIRC 96 Rev. 3/19/74. 

2) 

3) 

4 )  
The memorandum was found acceptable .  

F u r t h e r  communications received were memoranda s t a t i n g  t h e  following t o  be 
i n a c t i v e  : 

C I R C ' s  36C 
36F 
111 
15F Rev. 
27 and 27A 

and 
I n v e s t i g a t i o n a l  Consent 171. 
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HOSPITAL OF THE MEDICAL RESEARCH CENTER, 

BROOKHAVEN N A T I O N A L  LABORATORY 
Upton, New York 11973 

CLINICAL INVESTIGATION 

Technetium-99m labeled human serum albumin 
TITLE: 

Stannous ion method: 99mTc-HSA(Sn) 

ClRC No. 

26 Rev. 3/3Q/71 

I 

PURPOSE OF RNIEVI: 
AUTHORIZATION FORM 

(produced by the 
ADDENDUM 0 INITIAL 

0 RNlSlON @ RECERTIFICATION 

0 REACTIVATION 

TO CHAIRMAN, CIRC. 

THE PROPOSAL FOR CLINICAL INVESTIGATION IDENTIFIED BY THE ABOVE ClRC NUMBER AND TITLE IS FORWARDED HEREWITH FOR REVIEW AND RKOMMENDATION. 

/ L ? j 7 k  73’ 3 r W  
Date E.P. CRONKITE, M.D., Chalrmon, Medical Deparment 

ANNUAL RECERTIFICATION 

TO CHAIRMAN, MEDICAL DEPARTMENT: 

THE ClRC REVIEWED THE ABOVE IDENTIFIED PROPOSAL ON 

WITH THE FOLLOWING MODIFICATIONS: 

AND RECOMMENDS 21 7/ ’ 

H.R. CONNELL 

G.A. PRICE 

R. DOREMUS 

/ f L V U  .,‘ 4. ,&-A 
. U. REINCKE, Alternate 

J. FOWLER, Alternote 

R.A. LOVE, Alterncte 

S.H. COHN, Alternate 

A P WOLF. Alternate 

Dr, At kins , TO 

THE ABOVE TITLED AND NUMBERED PROPOSAL IS Approved SUBJECT TO THE FOLLOWING: 

Investigational Consent $72 to be used on this CIRC. 

\ 

/ /  /,--&7 .I’ 
0 ~~~~~b E.P. CRONKITE, M.D.. Chairman, Medical Department Date 

ClRCForrnI 7/1/74 2/11/75 cc: J. Hclder, A. Harrison, Clinic and abcve 
Form 19368 
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ClRC No. K i  HOSPITAL OF THE MEDICAL RESEARCH CENTER, 
BROOKHAVEN NATIONAL LABORATORY 

Upton, N e w  York 11973 

, 

ClRC STATUS MEMO 

Title: Technetium-99m l a b e l e d  human serum albumin (produced by t h e  s tannous  i o n  
method: 99?c-HSA(Sn) 

To : T)r A t k i n s  Date: -24- 

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 I N D  numbers given), since the last 
C I R C  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. 

cJ&20 '?:'$k l ? ~  
If this form is not returned by 4-2.&&#3& , approval of the proposal will automatically 

be discontinued. 
Recap sh e e t  a t t a c h e d  

Ph.D., hssociate Chairman Date " ' 
To R.B. Aronson, 

CIRC PROPOSAL N U M B E R ~ I S :  Continuing Inactive 0 
Proposed substantive changes are attached 

Adverse effects that have been first noted since the last approval include: 

Since the last approval 

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 i+ 

The investigational consent form(s) used in this project are numbered 

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

7 A and copies are attached. 

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

Signed I " J/-06. IJ' LA(& 0 / 4 6  -IC 
Principal Investigator Date / Sponsoring Physician Date 
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HOSPITAL OF THE MEDICAL RESEARCH CENTCR. 
BROOKHAVEN NATIONAL LABORATORY 

Upton, N e w  Yark 1 1973 

CONSENT FOR PROCEDURE, STUDY, OR 
DRUG UNDER CLINICAL INVESTIGATION PAVIl ION o p  

NAML 

UNll NO - 7 2 -  

I underrtond that the physicians ot the Hospitol of the Medical Rescorch Center, Brookhaven Nattonol Laboratory ore engggcd 111 

research and study of the noture of disposer and of new method; of diagnosis ond trcotnrent. t have been informed of h e  ant!ctpoted 
duration of hospitalization ond the nature of the procedure, study, or drug under clinicol investigation known OS: 

99m Radioactive Tc labeled human serum albumin for blood pool scanning 

I understond that the noture of this procedure, study, or drug is  cxpcrimcn)ol, and tho1 at the prescnt time no osruronce con be 
given thot my portkipation will be directly bcncfictal to me. I hove been informed thot the liming and scqucttcc of thew sludics mciy 

not be reveoled to me. I understand that in the opinion of the invesligotois rerponsiblc for this prolect ond of the Rrview Boord (Clini- 
COI Investigations Committee), I should be infoi med of the following possible hozardr and inconvcitiences before ogreeing to this clinicol 
investigation: 

The compound cannot be tested for sterility and pyrogens before use. The 
system and components are checked periodically . 

I have been informed of the obove. I have also been informed of the customory 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 physicion. 

I voluntarily content to participate in the obove studies with an understonding of the known possible effects or hazards that 
might occur in the course thereof, and with the further understonding hot not all effects of such procedure, $tudy, or drug are known. 

___._-.-..- --_----- PATIENT S N A M E  

SIGNED BY. 

(Poticnt or Lcgol Guardian] 

WtlNESS 

I ,  the undersigned, herewith offirm tho! I hove exploined the above to Mr. (Mrs.) (Miss) 
and I om willing to answer further inquiries. 



... .- 

I ClRC No. 

26 T L I f .  43271 ] 
HOSPITAL OF THE MEDICAL RESEARCH CENTER, 

BROOKHAVEN NATIONAL LABORATORY 
Upton, New York 11973 

PURPOSE OF REVIEW: 
CLINICAL INVESTIGATION AUTHORIZATION FORM 

0 INITIAL 0 ADDENDUM TITLE 
Technetium-99m labeled human serum albumin (produced 0 REVISION a RECERTIFICATION 

99?c-HSA( Sn) 
by t h e  stannous ion method: 

0 REACTIVATION 

TO CHAIRMAN, ClRC 

THE PROPOSAL FOR CLINICAL INVESTIGATION IDENTIFIED BY THE ABOVE ClRC NUMBER AND TITLE IS FORWARDED HEREWITH FOR REVIEW AND RECOMMENDATION 

E P. CRONKITE, M.D , Chairman. Medlcal Depormeni Date 

I TO CHAIRMAN, MEDICAL DEPARTMENT. 

THE ClRC REVIEWED THE ABOVE IDENTIFIED PROPOSAL ON 

WITH THE FOLLOWING MODIFICATIONS 

- N e  - 

> 
/ AdL ? * L A  & E A POPENOE, Q* Chairma( BLlp.I-c- N P RATHVON, J a  ,A l l  Choirman 

RA. VE 
- 

P S PAPAVASILIOU 

-, , I  _.‘ < 1 I J(- I ,  (LC 
U REINCKE S H COHN, Allernale 

A P WoiF, Alternate D N SLATKIN. Alterncle 

TO D r ,  Atkins ,  

SUBJECT TO THE FOLLOWING: THE ABOVE TITLED AND NUMBERED PROPOSAL IS Approved 

I n v e s t i g a t i o n a l  Consent 8 7 2  t o  be used on t h i s  C I R C .  

\ 

E.P. CRONKITE, M.D., Choirman, Date 
Medlcal Department 

-,. r- I : I h/ r .U -4  .CL.>> - ’ . ClRC Form 1 10/4/73 i 1 ’ ‘ 1 \ 8 0 0 
Form 19368 



M i n u t e s  C I R C  M e e t i n g  

1 4  J a n u a r y  1974 

P r e s e n t :  E .A .  Popenoe,  H.R. C o n n e l l ,  R.A. Love,  G.A.  P r i c e ,  U. Reincke  

Absent :  P.S.  P a p a v a s i l i o u ,  N . P .  Rathvon,  Jr. 

The m e e t i n g  was h e l d  i n  t h e  S m a l l  C o n f e r e n c e  Room o f  t h e  Medica l  R e s e a r c h  
C e n t e r .  D r .  Popenoe opened t h e  m e e t i n g  a t  1400. 

The m i n u t e s  o f  t h e  p r e v i o u s  m e e t i n g ,  3 December 1 9 7 3  were a c c e p t e d  as  
d i s t r i b u t e d ,  

C I R C  1 0 A  was approved  f o r  r e c e r t i f i c a t i o n .  However, i t  was q u e s t i o n e d  why 441 compound Ca ~1 , IND84390 was i n c l u d e d  i n  t h e  p r e v i o u s  C I R C  S t a t u s  Memo o f  
19 O c t o b e r  1972 g u t  n o t  i n  t h e  S t a t u s  Memo o f  5 December 1973. 

O t h e r  C I R C '  s reviewed and approved  f o r  r e c e r t i f i c a t i o n  a r e :  

62  

C I R C  #79 Addendum was r e v i e w e d  n e x t .  D r .  Z a n z i  was i n v i t e d  i n t o  t h e  m e e t i n g  
t o  c l a r i f y  t h e  s e n t e n c e ,  "In a d d i t i o n ,  t h e  p a t i e n t s  may b e  s c r e e n e d  f o r  e v e n t u a l  
m o d i f i c a t i o n s  o f  t h e i r  immunologica l  r e s p o n s e s . "  D r .  Z a n z i  r e p l i e d  t h a t  what i s  
i n t e n d e d  i s  a r o u t i n e  t u b e r c u l i n  s k i n  t e s t .  

S u b s e q u e n t l y ,  C I R C  79 Addendum was a p p r o v e d .  

C I R C  8110, " S t u d i e s  o f  A n t i g e n - I n d u c e d  Mechanisms i n  Human Lymphocytes" 
was a p p r o v e d .  

C I R C  #111 was n e x t  d i s c u s s e d .  The Committee found t h i s  p r o p o s a l  c o n f u s i n g  
and t o o k  no a c t i o n  on i t .  It was n o t e d  t h a t  t h e  p r o p o s a l  c o n t a i n s  s e v e r a l  con- 
t r a d i c t o r y  s t a t e m e n t s  and i s  n o t  c o n s i s t e n t  w i t h  t h e  s u p p o r t i v e  documents  a t t a c h e d .  

on t h e  P r o t e c t i o n  o f  Human S u b j e c t s  p u b l i s h e d  i n  t h e F e d e r a l  R e g i s t e r , V o l . 3 8 , N o . 2 2 1 ,  
P a r t  1 1  , p a r t i c u l a r l y  a s  p e r t a i n s  t o  c h i l d r e n .  C o n s e q u e n t l y  t h e  Committee 

d e c l a r e d  t h a t  i t  w i l l  n o t  a p p r o v e  a n y  program t h a t  i n c l u d e s  t h e  u s e  o f  c h i l d r e n  
from t h e  C h i l d r e n ' s  S h e l t e r .  

I n  t h e  d i s c u s s i o n  o f  C I R C  111 r e f e r e n c e  was made t o  t h e  DHEW recommendat ions  

C I R C  #112 was reviewed and approved .  

C I R C  #103-The memorandum t o  C I R C  from I. Z a n z i ,  M . D . ,  14 December l 9 7 3  was 
r e v i e w e d  and found a c c e p t a b l e  w i t h  t h e  p r o v i s i o n  t h a t  i t e m  1,  s e n t e n c e  2 r e a d :  
"These p r o c e d u r e s  w i l l  be p e r f o r m e d ,  i n  t h e  c a s e  o f  premenopausa l  women, d u r i n g  
t h e  6 d a y s  f o l l o w i n g  i n i t i a t i o n  of  m e n s t r u a t i o n ,  a f t e r  a n e g a t i v e  p r e g n a n c y  t es t ,  
o r  o t h e r  r e a s o n a b l e  a s s u r a n c e  t h a t  no p r e g n a n c y  e x i s t s . "  



M i n u t e s  C I R C  Mtg. 
1 4  J a n u a r y  1974 - 2 -  

11 16 /  74 

O t h e r  communica t ions  r e c e i v e d  and a c c e p t e d :  

1) Memorandum from I. Z a n z i ,  M.D. , 30  November 1 9 7 3  l i s t i n g  t he  v a l u e s  
o f  t h e  a p p r o x i m a t e  r a d i a t i o n  d o s e s  F r o m  x - r a y  e x p o s u r e s  as  r e q u e s t e d  
b y  C I R C  f o r  p r o p o s a l  #103. 

2) A copy of t h e  memorandum t o  t h e  Med ica l  S t a f f  from E.P. C r o n k i t e ,  M.D., 
4 Janua ry  1974 i n  r e g a r d  t o  t h e  a g e  of r e s e a r c h  p a r t i c i p a n t s .  

3) Memorandum t o  C I R C  f rom Dr. C. Wu, 1 4  December 1973 s t a t i n g  t h e  p a t i e n t s  
t o  b e  i n c l u d e d  i n  C I R C  t 1 0 4  will b e  be tween  2 1  and 65 y e a r s  of age .  

4) Memorandum t o  C I R C  from D r .  J. Iwai ,  18 December 1973 s t a t i n g  t h e  p a t i e n t s  
t o  be i n c l u d e d  i n  C I R C  #105 w i l l  be be tween  21 and 65 y e a r s  of  a g e .  

5) Memorandum t o  C I R C  from R.B. Aronson,Ph.D.,  5 December 1973 r e p o r t i n g  
t h e  o c c u r r e n c e  o f  a p o s s i b l e  a d v e r s e  r e a c t i o n  re C I R C  6 3  Rev. 7120173 
and a p p l i c a b l e  t o  INDM7677. 

6) Memorandum t o  D r .  Popenoe  from R.B. Aronson, Ph.D., 18 December 1 9 7 3  re  
P a t i e n t  Consent  # l o 4  a p p l i c a b l e  t o  C I R C  # l o 6  and 836D. 
e d g e s  t h a t  t h i s  c o n s e n t  i s  now i n a c t i v e .  

The C I R C  acknowl-  

The  m e e t i n g  was a d j o u r n e d  at 1530. 

Kcspcc t  f u l l  y s u h m i  t t e d  , 

Helen  R. Conne l l  



HOSPITAL OF THE MEDICAL RESEARCH CENTER, 
BROOKHAVEN NATIONAL LABORATORY 

Upton, New York 1 1973 

Technetium-99m l a b e l e d  human s e r u m  albumin(produced 

ClRC STATUS MEMO 

Title: 

99?c-HSA( Sn) , by t h e  s tannous  i o n  method): 

Date: 1 2 /  5 / 7 3  To: D r .  A t k i n s  

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 I N D  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 1 2 1  3 1 /  7 3  , approval of the proposal will automatically 
be discontinued. 

, -  , - d.B. Aronson, Ph.D., Associate Chairman da te  

T o  R.B. Aronson, 

CIRC PROPOSAL N U M B E R A I S :  Continuing a Inactive 0 
__L Proposed substantive changes are attached 

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

_cL 

~~~ 

Since the last approval patients ha imental 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: 
Tf- i) ;z 67 4 

Corn pound TL-Iis// IS..)IND= Compound IND= 

The investigational consent form(s) used in this project are numbered 

Patients involved in this study are referrals from or also studied at the following institution(s) 
.7 and copies are attached. . 

Attach statement from institution(s) indicating the retieiv coninlittee approval is current. 

Signed 
Date Sponsoring Physician Date 



HOSPITAL OF THE MEDICAL RESEARCH CENTCR, w 
BROOKHAVEN NATIONAL LABORATORY 

Upton, N e w  York I1973 UNIT NO -72-  
CONSENT FOR PROCEDURE, STUDY, OR 
DRUG UNDER CLINICAL INVESTIGATION PAVll ION OP 

I understond thot the physicions ot the Hospital of the Medical Rescorch Center, Brookhoven Notionol Laboratory ore eng3gcd 111 

reseorch and study of the noture of discoses and of new methods of diognoris and trcotnlent. I hove been informed of the ont*cipoted 
durotion of hospitolizotion ond the noture of the procedure, study, or drug under clinicol investigation known OS: 

99m Radioact ive Tc labeled human s e r u m  albumin for blood pool scanning 

I understond thot )he noture of this procedure, study, or drug i s  cxperimcnfol, ond that at the present timc no osfuroncc can bc 
given that my participation will be directly bcncficiol to me. I hove becn informcd thot !he timing ond requcl,cc of lhesc studies n ~ y  

not be revealed to me. I undcrrtond that in the opinion of the invcsligolors rccponsiblc for )his prolcct ond of thc Rcview Board (Clinr. 
col lnvestigotions Committee), I should be informed of the fdlowing possible hazards ond inconvciiiences before ogreeing to this clinical 
invest igotion: 

T h e  compound cannot be t e s t e d  f o r  s t e r i l i t y  and pyrogens b e f o r e  use. The 
system and components are checked p e r i o d i c a l l y  . 

I hove been informed of the obove. I hove also been informed of the customary procedures. The5e moy or moy not bc used. I h w c  
been offered the opportunity for further discussion of this procedure, study, or drug with the ottending physicion. 

I voluntorily consent to porticipote in the above studies with an understonding of the known possible .effects or horords Ihot 
might occur in the course thereof, ond with the further understonding that no) oll effects of such procedure, study, or drug ore known. 

p- PATIENT'S NAME - _._____.._- ------- 

SIGNED BY: 

(Potient or Lcgol Guordion) 

WITNESS -. 

I, the undersigned, herewith offirm thot I hove erploined the above to Mr. (Mrs.) (Miss) 
and I om willing to onswer further inquiries. 

M D  DATE 

form 1913 - 7 2 -  



1 

-FOLD 

SIGNED 

- _-- - - ~  1: , ,-..: ; .  , I'. . _ -  -. .#. - -  . . -  ~ _ -  , . - - - -  
_ ._-  - -  . .  .-.1:'.rJ,- 

_ _ *  .L -.. - .  
, _._._." A.r. WOLF, Alternate 

TO I+. c :  ccc%,, 
L7 SUBJECT TO THE FOLLOWING: THE ABOVE TITLED AND NUMBERED PROPOSAL IS , -  

E.P CRONKITE, M D ,  Chairman, Medical Department Date 

ClRC Form I 9 1 72 

Form 1936A 



I .  ' Minutes C I R C  Meeting 

1 3  December 1 9 7 2  

P r e s e n t :  J.S. Robertson, H . R .  Connell ,  R.A. Love, E . A .  ?opcnoc, G . A .  P r i c e  

Absent: S .  Cohn, G. Chikkappa, N.P. Rathvon, Jr .  

The meeting was he ld  i n  t h e  Small Conference Room of  t h e  Medical gesearch 
Center.  Dr. Robertson opened the  meeting a t  1400. 

- ,  The minutes  of  t h e  previous meeting, 11 December 1 9 7 2  17crc 5 - 2 ~ ~ .  - - - -  
d i s t r i b u t e d .  

' i  . ..:n 

C U C  a95 w a s  approved  sub jkc t  'IC chc 
C I R C  /I95 was reviewed f i r s t .  Dr. Atkins  was ~ P ~ : ~ L P ~ ~  f.r.::- ' ! ,  ._ ' , 

t o  answer q u e s t i o n s  r a i s e d  by the  ComaiittGe. 
fol lowing changes agreed t o  by D r .  Atkins:  

1. 

2. 

3 .  

C I R C  #96 

1. 

2. 

C l a r i f i c a t i o n  of p e r t i n e n t  s t a t e m e n t s  t o  remove ambiguity as i o  wkether 
pregnant  females w i l l  be excluded u n c o n d i t i o n a l l y .  
The dose  f o r  normal s u b j e c t s  w i l l  be 1/10 o r  l e s s  of  t h e  dose s t aced  
i n  t h e  proposal  f o r  s u b j e c t s  w i t h  malignancies .  
The Consent Form should c o n t a i n  a s ta tement  t h a t  a r a d i a t i o n  l o s e  w i l l  
be r ece ived  and re la te  t h e  dose  to accepted procedures .  

was approved sub jec t  t o  t h e s e  provisos:  

I t  i s  requested t h a t  i n  t h e  case where a p a t i e n t  w i l l  havz t c  sign 
more t h a n  one Consent Form, a l l  t h e  a p p r o p r i a t e  Consent Forms w i l l  b e .  
s igned a t  t h e  same t i m e .  
It i s  recommended t h a t  an  estimate of t h e  r a d i a t i o n  dose from :ne 
s k e l e t a l  survey be included i n  t h e  cumulative dose  r eco rd  i n  z h s  pa t i en t ' s  
c h a r t .  

C I R C  117 w a s  fgproved f o r  r e c e r t i f i c a t i o n .  However, i t  i s  noted t h a t  the 3rsv iocs  
requirement  t h a t  
r eques t ed  t h a t  t h i s  be done. 

C be included i n  Consent Form 1/30 h a s  no t  been implemencec! and i t  is  

The fo l lowing  p r o p o s a l s  were reviewed and approved fo r  r e c e r t i f i c a t i o n :  - 
(CIRC #26- 

#27 and #27A 
/ /4 6 
#5 7 
8 7 7  

c- 

C I R C  # l O C  was reviewed next  and approved f o r  r e a c t i v a t i o n  w i t h  t h e  conairL;r. z h a c ,  
when a p p l i c a b l e ,  t h e  necessary  Consent Form f o r  10A w i l l  be s igned  a t  the  S ~ , P  

t h e  Consent Form f o r  floc i s  s igned ,  
:hac 

The Committee considered next  D r .  S.H. Cohn's memorandum t o  D r .  J.S. Robc;:scn of  
1 2 / 1 2 / 7 2  re C I R C  1/91. 
ce rn ing  p r o p o s a l  #91 were found t o  be s a t i s f a c t o r i l y  answered by t h i s  memorandum and 
C I R C  119 1 was approved. 

The q u e s t i o n s  r a i s e d  by t h e  Committee on 11 December I972 coil- 

The m'eeting was adjourned a t  1630. 
R c s p c c t f u l l  y s k i b i n i t  t e a  

Helen R.  Cannel1 
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HOSPITAL OF THE MEDICAL RESEARCH CENTER, 
BROOKHAVEN NATIONAL LABORATORY 

- 72-  Upton, New York 1 1973 

CONSENT FOR PROCEDURE, STUDY, OR 
DRUG UNDER CLINICAL INVESTIGATION P A V I L I ~ N  0 0  

NM4C 

UNIT NO 

I understond that the physicians at !he Hospital of the Medical Rescorch Center, Brookhovcn Notional Loborotory ore engoged 111 

research and study of the nature of discoses and of new nethods of dlogrlosis ond trcatnient I hove been infcrmed of the antwpoted 
duration of haspitolization and the nature of the procedure, study, or drug undcr clinical investigction known as: 

Radioact ive "?Cc l abe led  human serum albumin f o r  blood pool scanning 

I understand thot the nature of this procedure, study, or drug i s  experimental, and that at the prescnt tinw no ossuraticc can be 
given that m y  participation will be directly beneficial to me. I hove bccn inforrncd that the timing and sequcricc of thesc studies m y  

not be revealed to me. I understand that in the opinion of fhe invcstigolors rccponsiblc for this project and of the Rrview Dcord (Clini- 
C O ~  Investigations Committee), I should be informed of the following possible hozards and inconveniences before ogreeing to this clinlcol 
investigation: 

The compound cannot be t e s t e d  f o r  s t e r i l i t y  and pyrogens be fo re  use. 
system and components a r e  checked p e r i o d i c a l l y .  

The 

I have been informed of the above. I hove also been informed of the customary procedures. These may or may not be used. I hove 
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 3f the known possible ei fects or hazards thot 
might occur in the course thereof, and with the further understanding that not 011 efiects of such procedure, study, or drug are known. 

PATIENTS NAME --. 

SIGNED BY: 
(Patient or Lcgal Guardian) 

WITNESS: - 

I, the undersigned, herewith affirm that I hove explatned the obove to Mr. (Mrs.) (Miss) 
and I a m  willing to answer further inquiries. 

M D  DATE 

Form 1913 - 7 2 -  
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BROOKHAVEN NATIONAL LABORATORY 

M E M O R A N D U M  

DATE: December 4 ,  1972 

TO : C I R C  Committee (Dr. Robertson) 

FROM : R. B .  Aronson, 

SUBJECT : CIRC Meeting 

The fo l lowing proposals are attached f o r  your cons iderat ion a t  the 
CIRC meeting echeduled for December 11, 1972 in the Small Conference Room 
a t  2:OO PM: 

I n i t i a l :  CIRC 91 
9 2  
93 
94 
9 5  
96 

-I (, 26#/ 
Recer t i f i ca t ion:  CIR(L.7-- 

27 & 27A 
4 6  
57 
77  

Reactivation: CIRC 1OC 

RBA/ck 
ENC . 
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HOSPITAL OF THE MEDICAL RESEARCH CENTER, 
BROOKHAVEN NATIONAL LABORATORY 

Upton, New York 11973 

. CIRC No. 3 
ClRC STATUS MEMO 

chnetium-99m l a b e l e d  human serum albumin (produced by t h e  s tannous  ion  method): 
T i t l e :  % m T c - ( S n ) .  

To: D r .  Atk ins  Date: 1 I/ 6/  7 2 

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-, approval of the proposal will automatically 
be discontinued. 

?NW, ?2 
Date 

f b *  fgHw4-q 
* R.B. Aronson. Ph.D., Associate Chairman 

To R.B. Aronson, 

CIRC PROPOSAL NUMBER A6 IS: Continuing @. Inactive 0 
Proposed substantive changes are attached 

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

Since the last approval I p a t i e n t s  have 

The Sponsoring Physician as of this date is 

The following changes in Investigators should be noted: 

The follou.ing IND#’s have been obtained for specific compounds used in this proposal: 
YPm 

Compound Tc -Hfi(5n) IND = Compound IND = 

T h e  investigational consent form(s) used in this project are numbered #A- and copies are attached. 

i~ I7 / 1 ~  
Date 

Signed 
Date Sponsoring Physician 

Form I970 
I. ,.., 7 0  
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HOSPITAL OF THE MEDICAL RESEARCH CENTER, 

Upton, New York 11973 

CONSENT FOR PROCEDURE, STUDY, OR 

NAME 0 BROOKHAVEN NATIONAL LABORATORY 

UNIT NO. -42- 

DRUG UNDER CLINICAL INVESTIGATION c /dc ,? L PAVILION OP 

I understand that the physicians at  the Hospital of the Medical Research Center, Brookhaven National Laboratory are engaged in 
research and study of the nature of diseases and of new methods of diagnosis and treatment. I have been informed of the anticipated 
duration of spitaliration and the nature of the procedure, study, or drug under clinical investigation known as: % 

a 
I understand that the nature of  this procedure, study, or drug is experimental, ond that at the present time no assurance can be 

given that my participation wil l bagirectly beneficial to me. I have been informed that the timing and sequence of these studies may 
not be revealed to me. I understandthat in h e  opinion of the investigators responsible for this project and of the Review Board (Clini- 
cul In\lestigotionr Committee). I should besinformed of the following possible hazards and inconveniences before agreeing to this clinical 

4 
\ investigation: ' ;, 

+. 
* >  

3 

The compound cannot be t e s ted  for  s t e r i l i t y  and pyrogens before use. 
*. 

, 
it 

" \ 

i d ', 

P\ 
. ,  

". 

*. 
4. 

* 
'. '. 

2, 
'\ 

I have been informed of the above. I have also been informed of the customary procedures. These 'a, rn 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 

(Patient or Legal Guardian) 
\ 

WITNESS: 

I, the undersigned, herewith affirm that I have explained the above to Mr. (Mrs.) (Miss) 0 and I am willing to answer further inquiries. 

--- M.D. DATE 

Form 1913 



HOSPITAL OF 1 , E  I,’tED;CAL ZFSEARCI-1 CENTER, 
BROOKHAVEN FlATlONAL LABORATORY 

Upton, N e w  York i 1973 

To. Chairman, C I R C ,  
T h e  p r o p o s a l  f o r  c l i n i c a l  i n v e s t i g a t i o n  i d e n t i f i e d  by the  above C I R C  number and t i t l e  i s  

To P r e s i d e n t  o f  S t a f f ,  

ident  i f i ed  p roposa l  on and recommends 
mod i f  i c z  t i o n s  : 

The C l i n i c a l  Inves t iga tMn, , znd  Uses of Radiosotope m n i t p e  reviewed t h e  above 
\& LLLC. - ing 

\ 

1 

J. 5. Robertson,  Cliairman 

.- - --- .aLc-p.f&&A?y/ -! 

E.  A .  Popenoe, @ t e r n a t e  R.& Love 

P -- 
J. 1:. Klopper N.P. Kathvon, J r .  

- 
S . E .  Duby ,  A l t c r n a t e  A . ? .  Wolf, A l t e r n a t e  

I 

E . P .  Crcnkitc,X.D.,  P re s iden t  of Staff Date 

C I R C  f o r m  -?I 5 / 1 2 / 7 1  



BROOKHAVEN NATIONAL LABORATORY 

M E M O R A N D U M  

DATE : 1 I/ 21 71 

TO : C I R C  Committee (Cotzias  Comm.) 

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

SUBJECT: Agenda f o r  C I R C  Meeting t o  be held 
8 November 1971 a t  2 : O O  PM 

Since t h e  Committee was unable t o  o b t a i n  a quorum f o r  t h e  October 18th 
meeting i t  was c a n c e l l e d .  C I R C  p roposa l s  24,  26 and combined 27-276 w i l l  
be presented f o r  annual r e c e r t i f i c a t i o n .  

C I R C  26 i s  t o  be reviewed aga in  due t o  c o n f l i c t  of i n t e r e s t  because of 
D r .  Robertson 's  and D r .  Klopper 's  a t t endance .  

A l l  necessary  p a p e r s  required f o r  t h e  above have been p rev ious ly  
d i s t r i b u t e d  . 



Minutes C I R C  Meeting 

8 November 1971 

Present : '  G.C. C o t z i a s ,  H.R. Connel l ,  R.A. Love, E.A. Popenoe, G.A. P r i c e ,  
N. P. Rathvon , Jr. 

The meeting was h e l d  i n  the  Small Conference Room of t h e  Medical  Research 
Center. 

D r .  Co tz i a s  opened t h e  meet ing a t  1400. 

The fo l lowing  p r o p o s a l s ,  p resented  f o r  annua l  r e c e r t i f i c a t i o n ,  were 
approved : 

and combined #27-27A. 

t h e  j u r i s d i c t i o n  of t h e  Committee i n  
such c a s e s  a s  t h e  experiment  proposed i n  C I R C  1/73. 

. M r .  Rathvon r e p o r t e d  t h a t  he  a t t ended  a meet ing  with D r .  Bond and 
D r .  C ronk i t e  a t  which a proposed Standard Opera t ing  Procedure f o r  Non-Medical 
Department Research was d i scussed .  The Standard  Opera t ing  Procedure would be  
t h a t  whenever any experiment  concerning human be ings  was proposed t h e  Director 
of  t h e  Labora tory  would form a s e l e c t  committee t o  s tudy  t h e  proposed e x p e r i -  
ment and make recommendations. 

It was concluded a t  t h a t  meet ing t h a t  t h e  C I R C  Committee should n o t  be  
used f o r  t h i s  purpose.  It would be more d e s i r a b l e  i f  t h e  D i r e c t o r  appo in t  
an  ad hoc committee,  t h e  appo in tees  be ing  chosen wi th  a view to t h e  p a r t i c u -  
l a r  problems involved .  
advan tages  n o t  a v a i l a b l e  i n  t h e  u8e of a s t a n d i n g  committee such a8 CIRC. 

The f l e x i b i l i t y  o f  t h i s  k ind  o f  committee y i e l d s  

The meeting was ad journed  a t  1445. 

R e s p e c t f u l l y  submi t ted ,  

Helen R, Connell  

cc:  C I R C  Committee 
M r .  F inn  
D r .  Aronson 
F i l e  



BROOKHA\'EN NATIONAL LABORATORY 

M E M O R A N D U M  

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

I n  compliance with r ecen t  FDA and HEW n o t i c e s  r equ i r ing  p e r i o d i c  reviews of 
c l i n i c a l  research  p r o j e c t s ,  your C I R C  proposa l ,  f o r  review 
soon. P l ease  i n d i c a t e  a t  t h e  bottom of  t h e  page 
t i n u i n g  o r  placed on t h e  i n a c t i v e  l i s t .  

This proposal  was l a s t  reviewed and approved by t h e  Committee o n '  
19 . Do you wish t o  make any subs t an t ive  changes i n  your proposal?  

Have you not iced any adverse  e f f e c t s  dur ing  t h e  experimental program which have 
n o t  a l r e a d y  been repor ted  t o  t h e  Department Chairman's Off ice? k() , Please  in-  
c l u d e  t h e  n a t u r e  and frequency o f  such e f f e c t s .  

Approximately how many p a t i e n t s  have been submit ted t o  t h e  experimental  regime 

The Sponsoring Phys ic ian  on t h i s  proposal  i s  j f J. -5. $L/G;Od 
s i n c e  t h e  l a s t  approval? 3 

. Has 
t h e r e  been a change o f  Sponscring Phys ic ian  o r  Responsible Inves t iga to r s?  hrJ 

If you have obtained I N D  numbers from t h e  FDA i n  connection wi th  t h i s  proposal 
96>'rJ p l e a s e  l i s t  on a sepa ra t e  shee t  t h e  compounds and corresponding IND numbers, and 

41 a t t a c h .  

P l e a s e  a t t a c h  t o  t h i s  shee t  cop ie s  of  any r e p o r t s  submitted t o  t h e  FDA, H E W ,  o r  
o t h e r  Grant ing Agency ( i n  connect ion with t h i s  proposa l  and t h e  IND numbers given 
above) ,  s i n c e  t h e  l a s t  C I R C  approval  d a t e ,  

P l e a s e  add any a d d i t i o n a l  information which may be of use  t o  t h e  Committee i n  
Inc lude  a copy of  t h e  P a t i e n t  .Consent Form now i n  use  f o r  thi-s i t s  d i l i b e r a t i o n s .  

s tudy .  
&b 

IXI C I R C  PROPOSAL NUMBER26 .& t' IS: Continuing 

I I n a c t i v e  

Signed /p/ rnLL,O/d, " 
Dhte 

I /  P l e a s e  r e tu rn  t h i s  completed form t o  D r ,  R . B .  Arondon a s  soon a s  poss ib le .  
I f s O l  1 3  



HOSPITAL OF THE MEDICAL RESEARCH CENTER, 
BROOKHAVEN NATIONAL LABORATORY 

Upton, New York 11973 
-42- 

NAME 

UNIT NO 

CONSENT FOR PROCEDURE, STUDY, OR 
DRUG UNDER CLINICAL INVESTIGATION c 1h-L d PAVILION OP 

I understand that the physicians at the Hospital of the Medical Research Center, Brookhaven National laboratory are engaged in 
research and study of the nature of diseases and of new methods of diagnosis and treatment. I have been informed of the anticipated 
duration of hospitalization and the nature of the procedure, study, or drug under clinical investigation known as: 

"?.c labe led  human serum albumin f o r  blood pool  scanning 

I understand that the nature of this procedure, 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 opinion of the investigators responsible for this project and of the Review Board (Clini- 
cal Investigations Committee), I should be informed of the following possible hazards and inconvertiences before agreeing to this clinical 
investigation: 

The compound cannot  be t e s t e d  f o r  s t e r i l i t y  and pyrogens be fo re  use.  

I have been informed of the above. I have also been informed of the customary procedures. These may or may not be used. I hove 
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 obove to Mr. (Mrs.) (Miss) 
and I a m  willing to answer further inquiries. 

M D  DATE 

Form 1913 



HClSPlTAL @ F  /.\EDICAL RESEARCH CENTER, 
ER OOK HAVE N NATION A I  1 A BO RAT0 RY 

Upton, New York i 1973 

CL T N I C A L  I N  Vi3 ST I GAT I ON AUT KO 1; I Z AT I c?N FO R1.1 

Purpose o f  Revicw: 

T i t l e :  

stannous ion  method) : 99?Cc-HSA (Sn) . 

I n i t i a l  0 Revision C m t i n " i n g , n  Addendum 

Technetium-99rn l abe led  human serum albumin (produced by the  
---I 

CIRC;! 26 (Revised 3/30/71)! 
I 

Assigned 
on ( d a t e )  3/30/71 -l 

P 

To Chairinan, CIRC, 

forwarded herewi th  f o r  rcview and recommendation. 
T h e  p roposa l  f o r  c l i n i c a l  i n v e s t i g a t i o n  i d e n t i f i e d  b y  t h c  above C I R C  number and t i . t l e  i s  

To P r e s i d e n t  of  S t a f f ,  

i d e n t i f i e d  p roposa l  on and recommends w i t h  t h e  following 
mod i f i ca t ions :  

The C l i n i c a l  I n v e s t i g a t i o n  and Uses of RAdiosotopes Committee reviewed t h e  above 

J .  S. Robertson,  Chairman G . C .  Z o t z i a s ,  A l t .  Chairman 13. R. Connell 

S .H.  Cohn E .  A .  Popenoc, A l t e r n a t e  R.  A .  Love 

- -- - G .  P r i c e  J . P .  K loppe r  N.  P .  RaLhvon, J r .  

. -. .-- 
S. E. Duby, A l t e r n a t e  A . P .  Wolf, A l t e r n a t e  

To 9 

The abdve t i t l e d  and numbered proposal  i s  s u b j e c t  t o  the  fc l lowing:  



B R O O K H A V E N  N A T I O N A L  L A B O R A T O R Y  

M E M O R A N D U M  

DATE: 6 Moy 1571 

TO: ‘ Dr. J. Robcrteon . .  

FROM : G .  C. Co tz i ae ,  M.D. 

SUBJECT: C I R C  26 “BLOOD POOL S C A N M X G  WLTA 

99mTc-Alburnin” end C I R C  27-a “EVALUATION.OP 

LUNG SCANNING WITH 99?c-ALBUMIN MACROAGGREGATE 

The enclosed C I K C  #26 and 27-8 were n o t  reviewed by t h e  CXRC 

Committee on May 3, 1971 because I d i d  n o t  know what t h e  q u e e t i o n e  

. .  era t h a t  mus t  be answered. 

P l e a s e  adv iee  and I will be happy t o  r u n  a n o t h e r  F e t i n g .  

. Many thanks ,  

I -  

George C. C o t z i a s ,  M.D. . .  \ 7 -  

3 

I 
D i s  t r i b u  t i o n :  - 

I .  . .‘ 
J. S .  Robertson 
S .  H .  Cohn 
E .  A .  Popenoe, I 

H .  R. Connel l  
J .  F. K loppe r  
R. A .  Love 
G .  P r i c e  

-.. 

- \  

N. P. Rathvon, ,,.!Jr. 

I 

! 
! ,  

0 



, Minutes C I R C  Meeting 

3 May 1971 

P r e s e n t  were: G.  C .  C o t z i a s ,  G.  P r i c e ,  H.R.  Connell ,  J .  F. Klopper; N.P. Rathvon 

E .  A .  Popenoe end R.  A .  Love. 

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

The Committe d i s c u s s e d  f i r s t  the g e n e r a l  problem of informed 

c o n s e n t  w i th  r e g a r d  t o  s p e l l i n g  ou t  p o s s i b l e  h a z a r d s  i n  more de- 

t a i l .  The r e s p e c t i v e  consen t  forms of C I R C  8 2 6 ,  27-a, 36, 61  and 

68 were reviewed and found genera1;y s a t i s f a c t o r y .  

The C I R C  #67 was t h e r e a f t e r  reviewed. T h i s  was submit ted by 

D r .  H. L. Atkins  under t h e  t i t l e  " E f f e c t s  of Chronic Alcoholism 

on Calcium Metabolism". It was found unanimously a c c e p t a b l e  b u t  

t h r e e  comments were thought  as  perhaps h e l p f u l  t o  the  inves t i g a t o r s :  

1) That the i r r a d i a t i o n  doses  of 47Ca and of whole body Neutron 

A c t i v a t i o n  should be added i f  t h i s  is n o t  a l r e a d y  being done. 2) 

Tha t  a t o t a l  number of whole body a c t i v a t i o n s  p e r  p a t i e n t  should 

be s p e c i f i e d  t o  form a p a r t  of the record.  The reco rd  now s p e c i f i e s  

on ly  upper l i m i t s  of r a d i a t i o n  dose b u t  n o t  t imes  of exposure.  3)  

The amount of a l c o h o l  t o  b e  g iven  may perhaps need t o  be e l e v a t e d ,  

? 

i n  which case t h e  i n v e s t i g a t o r s  w i l l  be welcome t o  addres s  them- 

selves t o  the  Committee. 

The C I R C  936 was re-reviewed and found g e n e r a l l y  accep tab le .  

The f i n a l  acceptance w i l l  be signed by t h e  members of t h e  committee 

I a f t e r  D r .  S t an ton  Cohn s p e c i f i e s  the fo l lowing :  1) The t o t a l  num- 

b e r  of whole body n e u t r o n  a c t i v a t i o n s  t o  be d e l i v e r e d  p e r  p a t i e n t .  

2) The upper l i m i t  of combined 47Ca and n e u t r o n  a c t i v a t i o n s  pe r  

p a t i e n t .  



- 2 -  

. . .  

The Committee then  reviewed CIRC #68 e n t i t l e d  "Pi-Meson 

Radiotherapy". 

of t h i s  technique: 1) That  Pi-Mesons have a Bragg e f f e c t  which 

may be t h e r a p e u t i c a l l y  u s e f u l .  2) That such the rapy  w i l l  be 

e s s e n t i a l l y  independent of t i s s u e  oxygen t e n s i o n .  

encouraged the Chairman of t h e  Medical Department t o  proceed wi th  

I t  found two s p e c i f i c  merits t o  the  proposed use 

The Committee 

. 

p l a n s  of developing a p p r o p r i a t e  f a c i l i t i e s  and D r .  Atkins  t o  pro- 

ceed w i t h  animal experiments  when the  t i m e  comes. The Committee 

expres sed  w i l l i n g n e s s  t o  review the  d a t a  from animal  experiments 

and t o  assist  w i t h  p o s s i b l e  e x t r a p o l a t i o n s  i n t o  human therapy.  

, '-7 
D i s  t r i b u  t ion  : 7 .- * .  

J. S. Robertson 
S. H. Cohn 
E .  A. Popenoe 
H. R. Connell  
J. F. Klopper 
R. A .  Love 
G. P r i c e  
N. P. Rathvon, Jr,. 

,' 

... 

t 

! 
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The Sommittee on C l i n i c a l  I n v e s t i g a t i o n s  and Use of  Radioisotopes 

h e r e b y  approves t h e  program wi th  the  fo l lowing  t i t l e :  

Technetium-99m labe led  human serum albumin (produced by t h e  stannous 
ion  method) : 99mTc-HSA (Sn) . 

CIRC 36 ( ~ p v j q p d  ~ / 3 0 / 7 1 )  h a s  been a s s igned  t o  t h i s  program. 

S. H. Cohn, Ph.D. 

-- A s  c y/) -. I L  

L. D. Hamilton, M. D. 

J. 9. Klopper,  k. D .  

6L G . L  
R. A. Love, M. D. 

~~ - ~ 

A. 5 .  S t e c k ,  M. D .  

Date: ,/ /; /I!/;-, 1 

Place :  Medical Research Center  

p; ? Committee on C l i n i c a l  I n v e s t i g a t i o n s  
and Uses of Radio iso toptes  

Datb!%$h Brookhaven Nat iona l  Laboratory Approval Recommended 
Upton, New York 11973 

Disapproval Date 

E .  P. Cronk i t e ,  M . D .  
Chairman, Medical Department 

I 



Minutes C I R C  Meeting 
-7 

. 6 A p r i l  1971 

Members P r e s e n t :  Drs. Cohn, Klopper ,  Love, Robertson and S teck  

Absent: D r .  Hamilton 

1. The Committee m e t  a't 1100, f i r s t  i n  t h e  Large Conference Room, then  moving t o  
Room 5 - 5 ,  

2. A proposa l  submitted by D r .  Atk ins  i n c o r p o r a t i n g  f e a t u r e s  of  C I R C ' s  26 and- 27a, 
bu t  i n v o l v i n g  a r ev i sed  method o f  p r e p a r a t i o n  o f  t h e  pharmaceut ical  was con- 
s i d e r e d .  The proposal  was subrnittkd a s  an  amendment t o  DBS-IND 299. 
noted t h a t  i n  a d d i t i o n  t o  t h e  change i n  p r e p a r a t i o n ,  t h e  t y p e s  of  p a t i e n t s  t o  
be s t u d i e d  d i f f e r s  from those  i n  t h e  o l d  C I R C ' s .  It was agreed t o  d e s i g n a t e  t h e  
new p r o p o s a l  as  C I R C  26 (3/_30/2_1)_, w i t h  D r .  Atkins  a s  t h e  sponsor .  W i t h  t h e s e  
u n d e r s t a n d i n g s ,  t h e  proposal  w a s  approved. 

It i s  

3. Not ice  w a s  taken of t h e  r ecen t  promulgat ion of n o t i c e s  by t h e  FDA (Federal  
R e g i s t e r ,  v o l .  36,  No.52, Wednesday, March 17 ,  1971) and t h e  HEW (Po l i cy  Statement 
t o  be i s s u e d  A p r i l  15) which a f f e c t  t h e  c o n s t i t u t i o n  o f  and r e s p o n s i b i l i t i e s  o f  
C I K C .  Among t h e  new requirements  i s  an  annual  review o f  c l i n i c a l  programs. I n  
a n t i c i p a t i o n  of  t h i s ,  l i s t s  o f  C I R C  p r o p o s a l s  have been d i s t r i b u t e d  among t h e  
i n v e s t i g a t o r s  with t h e  r eques t  t h a t  t h e y  i n d i c a t e  which ones are  a c t i v e .  The 
responses  r ece ived  ind ica t ' e  t h a t  t h e r e  are  34 i n a c t i v e  p r o p o s a l s ,  and 64 ac t ive  
o n e s ,  o f  which 45 a r e  now over  one y e a r  o l d .  No f u r t h e r  a c t i o n  was t aken ,  pending 
f u r t h e r  c l a r i f i c a t i o n  and i n t e r p r e t a t i o n  by t h e  a p p o i n t i n g  a u t h o r i t i e s .  

4 .  F u r t h e r  c o n s i d e r a t i o n  was g iven  t o  r e v i s i o n  of  C I R C  forms. 

5 .  A p r o p o s a l  submitted by D r ,  Cohn t o  modify CIRC#36D by lowering t h e  age l i m i t s  _ -  

were, 9-ubmitted .for f o y r  p a t i e n t s .  Aft,e'r g e t t i n g  - -  
-.-. f o r  p a t i e n t s  with Cushing's d i s e a s e  ,grid, chose wi/h t h y r o t o x i c ? s i s ,  was considered.  -.. 
.. . S p e c i f i c  p r o p o s a l s  . - 

" -  

.._- w i t h  c l i n i c a l  . . . . . . d a t a ,  . 
informat  ion  from D r .  Cohn "he was excused-.from - _ _  .. t h e  meeting. ~ _. _-.- The ---. remaining - members . . - - - . ._  
passed t h e  g e n e r a l  r e q u e s t  and '  t h e  f o u r  s p e c i a l  . . . . .  - r e q u e s t s ,  .. . . . . -_ --._ 

~ 

. . . . . . , . .  

6 .  The meet ing adjourned a t  1205. 

R e s p e c t f u l l y  submi t t ed ,  

fl Robertson, M.D. 

/ ck  
cc:  C I R C  Committee 

M r .  F inn  
F i l e  

\ 



BROOKHAVEN N A T I O N A L  LABORATORY 
ASSOCIATED UNIVERSITIES, INC 

UPTON, L. 1.. N, Y. 11973 

TEL. AREA CODE m e  YAPHANK 4.azet 
acrcu: 

MEOICAL DEPARTMENT 

. .  

. .  

.. . 

. . . ' .  

. .  

8 .  

7 A p r i l  1971 

D i v i s i o n  of B i o l o g i c s  S t a n d a r d s  ' 

Nat iona l  ' I n s t i t u t e s  of Hea l th '  ' 

Pub1 i c  Health S e r v i c e  
Bldg. 29 
9000 Rockv i l l e  Pike 
Bethesda,  Maryland 20014 

Dear S i r :  

Enclosed is an  amendment t o  DBS-IND 299 by Dr. Harold L. Atkins 
o f  t h i s  Department, 

A l l  i n v e s t i g a t i o n  on human s u b j e c t s  w i t h i n  t h i s  Department has 
always been s u b j e c t  t o  c o n t i n u i n g  purview by t h e  Chairman of t h e  
Department, t h e  Head of t h e  H o s p i t a l  and ou r  l o c a l  C l i n i c a l  I n v e s t i -  
g a t i o n  Committee. T h i s  i s  a c o n t i n u i n g  p o l i c y  of  t h i s  Department 
which invo lves  informed consen t  and adherence t o  t h e  H e l s i n k i  
D e c l a r a t i o n ,  and i s  being conformed t o  t h e  new r e g u l a t i o n s  of t h e  
FDA and NIH t o  be e f f e c t i v e  A p r i l  15, 1971, 

. 

-. 
Respect f ul1 y submi t t ed  , 

I 

Eugene P. C r o n k i t e ,  M.D. 
Chairman 

/ c k  
Enclosures  

cc: Dr. A t k i n s  
D r .  Dah1 
File 



D E - I N D  299 

Amendment No. 1 

1. Drug: Technetium-9% labe led  human serum albumin (produced by t h e  

.. . s tannous  i o n  method) : 9hTc-HSA (Sn). 

2 .  The components of t he  d i a g n o s t i c  a g e n t s  and t h e i r  sou rces  are:  

Stannous c h l o r i d e ,  r e a g e n t  grade (J. T. Baker Chemical Co., 

P h i l l i p s b u r g ,  N .  J.) 

Hydrochlor ic  a c i d ,  r eagen t  g rade  (J. T.  Baker Chemical C o . )  

S t e r i l e  water  f o r  i n j e c t i o n ,  U.  S. P. ,  pyrogen-free (Travenol 

Lab.,  Morton Grove, Ill.). 

Human serum albumin 5%, U.  S .  P .  (Hyland Labs.,) 

Sodium hydroxide,  r e a g e n t  grade  (J. T. Baker Chemical Co.). 

N i t rogen ,  p r e p u r i f i e d  grade (Matheson, Coleman and Be l l ,  East 

Ru the r fo rd ,  N.  J . ) .  

Sodium c h l o r i d e  0.9% i n j e c t i o n  U .  S.  P. (The Vitamine Co., 

New York, N .  Y . ) .  

Technetium-99m-pertechnetate (,'e, I N D  4136, as amended on 

May 1 2 ,  1969).  

3 .  Method f o r  product ion  (Stannous i o n  method).  

, '%c-HSA (Sn.) is prepared  i n  t h e  Hot Labora tory  of t he  Department 

of  Applied Sc ience ,  Brookhaven N a t i o n a l  Labora tory .  To ensu re  

un i fo rmi ty  of t h e  f i n a l  p roduc t ,  t h e  fo l lowing  procedure i s  

s t r i c t l y  fol lowed.  A l l  s o l u t i o n s  and equipment used a re  s t e r i l e  

and py-rogen-free. 

1 1 8 0 1 2 2  
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A .  Prepa ra t ion  of t h e  s t annous  s o l u t i o n .  

25 mg SnC12*2 H 2 0  are added t o  2.5 m l  cdnc. HC1. 

s o l u t i o n  is  hea ted  u n t i l  a l l  s tannous c h l o r i d e  i e . d l e e o l v e d .  

The 

It i s  then  d i l u t e d  t o  25 m l  w i t h  s t e r i l e  water. 

P r e p a r a t i o n  of t h e  HSA stock solution. 

4 m l  of HSA (250 mg/ml) are added t o  2 m l  of t h e  f r e s h l y  

prepared SrC12 .  2 H20 s o l u t i o n  (1 mg/ml). A f t e r  thorough 

mixing the pH is a d j u s t e d  t o  6 w i t h  NaOH. The e n t i r e  s o l u t i o n  

i s  p u t  i n t o  a 35 c m  Sephadex G 25 column, and e l u t e d  a c r o s s  t h e  

column with 0.9% NaC1. The  HSA f r a c t i o n  is c o l l e c t e d  i n  s t e r i l e  

B. 

m u l t i - i n j e c t i o n  v i a l s  a f t e r  i t  has passed through a p r e s t e r i l i z e d  

0.22 p Swinnex-type f i l t e r .  

One c c .  of the s o l u t i o n  is p u t  i n t o  each v i a l .  The v i a l s  

are s t o r e d  a t  4OC w i t h  t h e  HSA s t o c k  s o l u t i o n  under n i t r o g e n .  

Usual ly  fou r  v ia l s  can be f i l l e d  w i t h  HSA s t o c k  s o l u t i o n  when 

the  amount of chemica l s  d e s c r i b e d  above is  used. 

@. Labe l ing  of t h e  HSA s t o c k  s o l u t i o n .  
- 

0.1 m l  s t e r i l e  9 9 ” k c ~ 4  i n  p h y s i o l o g i c a l  s a l i n e  c o n t a i n i n g  t h e  

d e r i v e d  amount of r a d i o a c t i v i t y  i s  added t o  one v i a l  c o n t a i n i n g  

1 c c .  of the HSA s t o c k  s o l u t i o n .  The s o l u t i o n  is  allowed t o  

mix f o r  two minu tes ,  and i s  then  ready f o r  a d m i n i s t r a t i o n  to 

p a t i e n t s .  

4. Asaay and c a l i b r a t i o n  p rocedures .  

A.  R a d i o a c t i v i t y  

R a d i o a c t i v i t y / u n F t  volume i s  determined for e v e r y  sample  by 

1 1 8 0 1 2 3  
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1, de te rmina t ion  of the r a d i o a c t i v i t y  w i t h  a wel l - type 

i o n i z a t i o n  chamber ("Medinc" Dose C a l i b r o t o r ,  NuCleQr 

Chicago) which L E  c a l i b r a t e d  d a i l y  w i t h  a 226Ra s t a n d a r d ,  

and by 

2 .  de te rmina t ion  of the volume by weighing of t h e  sample 

B. Radionucl ide p u r i t y  

The only d e t e c t a b l e  impur i ty  is molybdenum 

contaminat ion i s  determined q u i c k l y  and a c c u r a t e l y  by us ing  

a commercially a v a i l a b l e  we l l - type  i o n i z a t i o n  chamber and 

l ead  s h i e l d  (P. Richards and M. O'Brien: Rapid de t e rmina t ion  

of 99H0 i n  s e p a r a t e d  99?c04 . J. Nucl. Med. - 10: 517, 1969). 

-99. The "Mo 

- 

C. Radiochemical p u r i t y  

P e r i o d i c a l l y  the adequacy of t h e  p roduc t ion  system w i l l  be 

t e s t e d  by de te rmin ing  the  r ad iochemica l  p u r i t y  by g e l  

chromatography. The f i n a l . p r o d u c t  shou ld  have a t  l e a s t  t h e  

same p u r i t y  a s ' t h e  product ob ta ined  w i t h  t h e  p rev ious ly  used 

procedure (> 9077 of r a d i o a c t i v i t y  a s s o c i a t e d  w i t h  S A ) .  

D, S t e r i l i t y  a n d . p y r o g e n i c i t y  

2 .  P r e s t e r i l i z e d  Swinnex-type f i l t e r s  ( M i l l i p o r e  Corp., 
/ 

i Bedford, Mass.) are  used f o r  s t e r i l i z a t i o n  of both t h e  
- 

HSA s t o c k  s o l u t i o n  and t h e  TcO4 s o l u t i o n .  The i n t e g r i t y  

of  t he  f i l t e r s  i s  t e s t e d  immediately f o l l o w i n g  u s e  by a 

s t anda rd  bubble p o i n t  t e s t .  The 0.22  p, f i l t e r s  ehould 

r e q u i r e  a t  l e a s t ' 5 0  p . 8 . i .  p r e e s u r e  t o  f o r c e  a i r  through 

the  f i l t e r .  

l f 8 0 1 2 b  
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2 .  Pyrogen t e s t i n g  is performed p e r i o d i c a l l y  by an independent 

l a b o r a t o r y  (Leberco Laboratory,  R o s e l l e  Park,  N. J.) 

5 .  Metabol ic  behavior  of '%Tc-HSA (Sn). 

This  modified d i a g n o s t i c  agent  has been t e s t e d  i n  mice and r a b b i t s .  

a. Mice: 

Groups of 6 animals each were i n j e c t e d  i .v .  w i th  0.2 m l  9hTc-HSA (Sn) 

and wi th  0.2 m l  of 13'I-RISA o b t a i n e d  from commercial sou rces .  

mice were s a c r i f i c e d  a f t e r  1 hour.  The t o t a l  body r e t e n t i o n  of 

a c t i v i t y  ( a f t e r  r e m w a l  of the u r i n a r y  bladder)  and t h e  r e n a l  

uptake of t h e  r a d i o a c t i v e  material  were measured by s c i n t i l l a t i o n  c o u n t i n g  

The 

and comparison with an i n j e c t i o n  s t a n d a r d .  The r e su l t s  were 

RISA - 
Tot a 1 body 84.2 2 3.4%* 

Kidneys on ly  4.2 5 0.3 

* % of admin i s t e red  dose t 1 S .  D. 

Tc-HSA 

6 3 . 8  2 2 . 3  

4 . 8  & 0 .4  

The r e a s o n  f o r  t he  d i sc repancy  i n  $he amount of t o t a l -body  r e t e n t i o n  

for t h e s e  compounds a t  1 hour was no t  determined. However, t he  amount 

of Tc-HSA r e t a i n e d  i n  t h e  mice i s  by f a r  t h e  l a r g e s t  of any compound 

t e s t e d  o t h e r  t han  r a d i o c o l l o i d s .  

The most l i k e l y  e x p l a n a t i o n  of t h e  r e s u l t  is t h a t  t h e  two compounds d i d  

no t  c o n t a i n  albumin of t h e  same molecu la r  weight .  

b. Rabb i t s  

Whole body scans  of r a b b i t s  ob ta ined  w i t h  s e v e r a l  d i f f e r e n t  p r e p a r a t i o n s  

always showed r e t e n t i o n .  o f  the Tc-HSA (Sn) i n  t h e  blood pool w i th  loss 

1 3 8 0 3 2 5  
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L. 

of  some r a d i o a c t i v i t y  ir- he u r i n e .  

of d i sappea r  of r a d i  t y  frprn 1 i l * .  A comparison of t he  

blood ( co r rec t ed  a y )  f o r  t h e  n -  "h -HSA compound A 

w i t h  t h e  c u r r e n t  *) 9 m  TC -HSA-COF B i s  sh .  The 

S c i n t  i p " .  

'.Jlken a t  t h a t  time d id  not  demc-* i tya t e  r a d i o a c t  . i t  any organ 

than  t h e  blood pool.  

! C J ~  coun t s  obtained a t  1: rnin. ai taken  a s  

..d B .d A - 
' I  

- C - 
12 min. 

30 min. 

60 min. 

90 min. , l  

120 min. 

180 min. 

, ?  

!7 

r a d i o a c t i v i t y  i n  T h i s  s tudy  demonstrated cleai  l ? t t e r  r e t e n t i ( '  

t h e  blood pool  of r a b b i t s  w i t 1  new Tc-HSA compound i n  comparison 
- 

w i t h  t h e  Tc-HSA compound prep;' by t h e  c u r r '  y used procedure.  

A f u r t h e r  s tudy  was carried 0' 

i n  t h e  blood is indeed a s s o c '  

r a d i o a c t i v i t y  i n  Tc-HSA (Sn) I 

Sephadex) and i n  Tc-HSA (Sn) prepared wi thout  p u r i f i c a t i o n  by g e l  chroma- 

tography (pre-Sephadex) were analyzed by g e l  chromatography before  

a d m i n i s t r a t i o n  t o  r a b b i t s .  

i.v. i n j e c t i o n  were ana lyzed  i n  t h e  same manner. 

3 demonstrate  t h a t  t h e  r a d i o a c t i v i t y  

I w i t h  p r o t e i n s .  T h e  d i s t r i b u t i o n  of 

.inred by the procedure descr ibed  (pos t -  

Plasma obtained from the r a b b i t s  1 hour a f t e r  
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The r e s u l t s  of t h i s  a n a l y s i s  a r e  shown i n  t h e  fo l lowing  t a b l e :  

' 9% - Tc04 99mTc Adsorbed 
%Tc -HS A Onto Column 

FINAL PRODUCT /' 
, 

pos t  -Sephadex 95%* 5 

pre-Sephadex 89 11 

PLASMA (1 hour)  

p o s t  -Sephadex a4 

pre-Sephadex 93 

16 

7 

* X of  t o t a l  r a d i o a c t i v i t y  i n  sample.  

. 6. Man 

Only t h e s e  s t u d i e s  w i l l  demonst ra te  t h e  use fu lness  of  t h e  '%c-HSA 

(Sn) ob ta ined  w i t h  t h i s  s imple  and r a p i d  l a b e l i n g  procedure .  The 
.. 

animal  s t u d i e s  have shown s u f f i c i e n t  s i m i l a r i t y  of t h i s  new compound 

Td-HSA (Sn) w i t h  compounds c u r r e n t l y  i n  use t o  warrant s tudy  of this 

new compound i n  man. 

6 .  Eva lua t ion  of t h e  s a f e t y  of '%Tc-HSA (Sn) 

a. Chemical t o x i c i t y  

The o n l y ' p o t e n t i a l l y  t o x i c  component of  Tc-HSA (Sti) is SnCl a 2 H20. 
2 

Recovery s t u d i e s  wi th  r a d i o a c t i v e  t racers  have i n d i c a t e d  t h a t  - 109. 

(200 pg) o f  t h e  Sn.C12*2 H20 used i n  t h e  p r e p a r a t i o n  remain  wi th  t h e  

1 g of HSA a f t e r  t h e  g e l  chromatography s t e p .  S ince  t h i s  amount i s  

u s u a l l y  d i s t r i b u t e d  i n t o  f o u r  v i a l s  t h e  usua l  dosages of SnC12 t o  be 

admin i s t e red  t o  one p a t i e n t  should  be 50 bg. The normal l e v e l  of t h i e  

In t h e  blood is 13 pg/lOO gm ( B i o l o g i c a l  Handbook-Blood and Other 
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Body F l u i d s .  F e d e r a t i o n  of American S o c i e t i e s  f o r  Experimental 

Biology, Washington, D. C .  1961, page 21) .  No t o x i c  r e a c t i o n  i s  

expec ted ,  and none have been observed w i t h  ano the r  technetium-9% 

l a b e l e d  compound, 9hnTc-DTPA (Sn) i n  which up t o  250 pg a r e  

admin i s t e red  t o  one p a t i e n t  (H. L. Atk ins ,  e t  al.: 

'%c-DTPA prepared by t h r e e  d i f f e r e n t  methods. 

Evaluat ion of 

Radiology 2: 674- 

. 677,  March 1971).  

The l e t h a l  dose of S n C l 2 .  2 H20 f o r  animals  is 25-50 rng/kg (W. S. 

S p e c t o r ,  ed. :  

P h i l a d e l p h i a  and London, 1956, p.  300). 

Handbook of Toxicology, Vol. I, W. B. Saunders C o . ,  

b. Chemical i m p u r i t y  

N o  s i g n i f i c a n t  impur i ty  i s  in t roduced  i n t o  t h e  compound 99?fc-HSA 

w i t h  t h i s  new stannous i o n  method. 

c .  R a d i a t i o n  dose 

d. Radionucl ide impur i ty  

I 

e. S t e r i l i t y  and p y r o g e n i c i t y .  

The same c o n s i d e r a t i o n s  as f o r  t h e  compound prepared by t h e  procedure 

c u r r e n t l y  i n  use apply.  

7. O u t l i n e  of t h e  prepared e v a l u a t i o n  of t h e  new compound '%c-HSA (Sn). 

Five  p a t i e n t s  r e f e r r e d  f o r  blood pool  s c a n s  w i l l  receive approximately 

5.0 mCi of t h e  p r e p a r a t i o n  i n t r a v e n o u s l y .  Blood and plasma samples  w i l l  

be ob ta ined  a t  f r equen t  i n t e r v a l s  t o  determine the  ra te  o f  disappearance 

of t h e  compound from the  blood. 

'1 

24-hour u r i n e  c o l l e c t i o n s  w i l l  be carried 

out t o  measure t h e  r a t e  of breakdown. Both u r i n e  and plasma samples w i l l  

1 1 8 0 1 2 8  



be ana lyzed  by g e l  chromatography t o  de te rmine  the  chemical  form of 

technetium-99m i n  t h e s e  samples a t  d i f f e r e n t  t imes.  

Scans of t h e  blood pools  and of t h e  whole body w i l l  be  performed and 

compared w i t h  t h o s e  obta ined  w i t h  t h e  9hTc-HSA ,compound used up t o  now. 

If a l l  t h e s e  d a t a  i n d i c a t e  s u b s t a n t i a l  agreement i n  t h e  behavior  of t h e  

new compound 99?ik-€EA (Sn) wi th  t h a t  found w i t h  t h e  compound prepared 

by our  c u r r e n t  method, we p lan  t o  s u b s t i t u t e  t h i s  new method of prepara-  

t i o n  f o r  t h a t  c u r r e n t l y  used. 

The p r e p a r a t i o n  of technetium-g% l a b e l e d  human serum albumin m c r o -  

aggrega te s  w i l l  con t inue  wi th  t h e  procedure  desc r ibed  in our  o r i g i n a l  

Not ice  of  J a n u a r y  15, 1968. 

For 

t h e  

and 

f u r t h e r  d e t a i l s  of t he  l a b e l i n g  procedure ,  see t h e  enc losed  copy of 

manuscr ipt  '?9?L'c-Human Serum Albumin," by W .  C. Eckelman, G. Meinken 

P. R icha rds .  . -  

I 



The Committee on Clinical Investigations and Use of Radioisotopes 

hereby approves the program with the following title: 

9 9m 
BLOOD POOL SCANNING WITH T c - A L B U M ~  

CIRC B 26 has been assigned to this program. 

-c* C&i% 
G e o d e  c. Coyzias, M.D., Chairman 

Absent  
Lewis PI. Schiffer, M.D. 

Knud D. Knudsen, N.D. 

Date : 6 PO, / 9 6 6  
iY 

Place: Kedical Research Center 
Brookhavcn National Laboratory 
Upton, New York 



June 20, 1966 

The Committee on Clinical Investigations and Use of Radio- 
isotopes has reviewed the Cir. 26 entitled: llBlood pool scanning with 
9 9 9 c  albumin" by Drs. J.S. Robertson and H.L. Atkins. 
will be 1 millicurie as was confirmed by contacting Dr. Atkins. 

The dose given 

The Committee recommends approval of this proposal. 



FORM FOR INITIATION OR E n E W  OF CLINIW 

INVESTIGATIVE PROGRAMS 

(Submit original only to Department Chairman) 

Y3 
V.P. Bond, M. 

CIRC /I26 

Cha i m a n  

A. Title of the proposal: Blood pool  scanning wi th  '%c-albumin 

B. Sponsoring physician(s): J. S. Robertson 

C. Responsible investigator(s): H.L. Atkins 

D. Brief description of the study, including i t s  general goals and purpose, and 
pertinent information on past studies: (Attach additional sheets if necessary.) 

The purpose i s  t o  d e l i n e a t e  blood pools such as h e a r t ,  aneurysms i n  

p a t i e n t s  i n  who2 t h i s  i s  c l i n i c a l l y  i n d i c a t e d .  

i s  in t ended .  

No s p e c i f i c  r e sea rch  program 

This i s  t o  support  o t h e r  c l i n i c a l  programs i n  t h e  h o s p i t a l .  

E. Reasons why the investigation(s) are t o  be performed on human subjects. 

A s  a se rv ice  func t ion .  

F. Type of patient in which the study is to be done (including approximate number 

of subjects, if known; special restrictions or requirements; method o f  obtain- 

ing consent; etc.): 

P a t i e n t s  r v i t h  r o s s i j l e  p e r i c a r d i a l  e f f u s i o n  o r  abdominal aneurysm. 

1 1 8 0 1 3 2  



G. 1. 

2. 

3. 

4. 

5. 

6 .  

IF 
of the 

- .  - 2 -  - . 
f \ 

Are drugs not in the U. S, Pharmacopoeia (USP) or the NNR being used or con- 
templated for use? Yes x No 

Is an unusual use of a drug(s) accepted by the USP or NNR contemplated? 
example would be the use of an accepted drug in dosages far exceeding the 

(An 

recommended limits or for purposes distinctly different from the usual indi- 
cations cited. ) Yes No x 
Are any biologica1,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 

I s  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 f o r  that patient? 

Yes No - x 
Y e s X N o  Are any radioisotopes to be administered to human beings? 

a. If yes, are the radioisotopes to be used solely within the limits of pro- 
cedures, specifically described in the USP? Yes No 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? 

Note the project number: 
Yes No X 

ANY OF QUESTIONS 1 THROUGH 5 ARE ANSWERED AFFIRMATIVELY, a detailed analysis 
potential hazards must b e  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. 

, 

&4& 
$pons or ing Ph y s i c i a n 

Committee on Clinical Investigations and 
Uses of Radioisotopes 

Approval recommended L//  Date 

Disapproval Date 

i ,/ 

1 1 8 0 1 3 3  Chairman, edical Department 
6 / 2 5 / 6 3  

m l k  



SUPPLEMENTARY FORM FOR RADIOISOTOPE 

ADMINISTRATION TO HUMAN BEINGS 

A, Radioisotope 
24 14 

1. Species:  (Radioisotope o r  l abe led  compound, eg. Na C 1  o r  1 - C  - glucose)  

99nTc- human serum albumin 
2. Phys i ca l  c h a r a c t e r i s t i c s :  (Physical h a l f - l i f e ;  decay scheme (or type ,  

energy and r e l a t i v e  frequency of major emissions)  
= 6 hours; 7 = 0.140, 0.142, 0.002 MeV; no f3, 10% i n t .  conversion. T1/2 

3.  Source: (BNL r e a c t o r ,  c y c l o t r o n ,  h o t  lab . ) ,  commercial s u p p l i e r ,  e tc . )  
Hot l a b .  

4,  Prepa ra t ion :  (Target m a t e r i a l ,  q u a n t i t y ,  s p e c i a l  problems) 
Method in :  MacAfee, J. G. -- e t  al., J. Nucl. Med. - 5: 936-946, 1964. 

5. S p e c i f i c  a c t i v i t y  and i s o t o p i c  p u r i t y  of  adminis te red  ma te r i a l :  
C a r r i e r - f r e e  9%c b e t t e r  t h a n  99.99% i s o t o p i c a l l y  pu re .  

6. Radioassay and c a l i b r a t i o n  procedures:  ( Include v a l i d a t i o n  t o  be 

performed a t  BNL p r i o r  t o  use)  Performed a t  h o t  l ab  wi th  i o n i z a t i o n  
chamber c a l i b r a t e d  wi th  5 7 ~ 0 .  

\ 

7. Vehicle  and r o u t e  of a d m i n i s t r a t i o n :  In t ravenous .  

8. Procedures f o r  c o n t r o l  of s t e r i l i t y  and py rogen ic i ty :  ( O r  no te  t h a t  

commercially suppl ied i s o t o p e s  a r e  c e r t i f i e d  as  ready f o r  admin i s t r a t ion  
to human beings.)  S t e r i l e ,  pyrogen-free r e a g e n t s  and commercially-supplied 

human serum albumin t o  be used.  
Tc-Fe-ascorbate i n  i n i t i a l  s t age .  M i l l i p o r e  f i l t e r  used i n  f i n a l  s tage .  

Same procedure used as f o r  p r e p a r a t i o n  of 

9. Extraneous e f f e c t s ,  i f  p e r t i n e n t :  (Such a s  pharmacological o r  t o x i c  

a c t i o n s  of t h e  p a r e n t  compound o r  v e h i c l e ,  e t c . )  None 

B. Radia t ion  Dosage 

1. Bio log ica l  h a l f - l i f e  o r  h a l f - l i v e s ,  i nc lud ing  slow components: 

( s e e  r e f e r e n c e  above). (b) = 3 days T1/2(a) = 6 hours;  T1/2 
2. Organ, c e l l u l a r ,  o r  s u b c e l l u l a r  l o c a l i z a t i o n :  (Should account f o r  t h e  

e f f e c t s  of s p e c i a l  d rugs  o r  agen t s  on a l t e r i n g  t h e  n a t u r a l  d i s t r i b u t i o n  

of t h e  r ad io i so tope )  

a. C r i t i c a l  o r  " t a r g e t "  organ(s) :  Blood = 47 mrads/rnCi 



3.  

1 .  - 2 -  
r' . 

Sample c a l c u l a t i o n s :  (Dosage should be  c a l c u l a t e d  f o r  t h e  whole body 

and f o r  " t a rge t "  o r  o t h e r  s e p a r a t e  organs,  where ind ica t ed )  

Summary equat ions  a r e  d e s i r e d ;  n o t  e x t e n s i v e  c a l c u l a t i o n s .  Standard 

dosage equat ions  from r e f e r e n c e s  such a s  Hine and Brownel l ' s  

Rad ia t ion  Dosimetry, Nat iona l  Bureau of S tandards  Handbook 69, and 

BNL Hosp i t a l  Form 1167-A should be used where p o s s i b l e  and the-  

r e f e r e n c e  c i t e d .  

C a l c u l a t i o n s  performed by McAfee, -- e t  al., J. Nucl. Med. - 5: 936-946, 1964, 
and Smith, E . ,  J. Nucl. Med. - 6: 231-251, 1965. 

Assumptions are I = 0.56  r/mCi/h a t  1 cm. 
7 

eff = 6 h r s  

Blood V O ~ .  = 60 ml./kg 

g = 178 ( f o r  p regnan t  wonian) 
- 

C. Rad io log ica l  Heal th  Aspects  

1. Hazards t o  o t h e r  p a t i e n t s  and t o  personnel  from e x t e r n a l  o r  

i n t e r n a l  r a d i a t i o n :  No ne 

2. Monitor ing procedures ,  i f  necessary :  None 

3. S p e c i a l  procedures  f o r  handl ing  waste  p roduc t s ,  exc re t a ,  b i o l o g i c a l  

s a m p l e s ,  e t c . ,  where ind ica t ed :  None 

- 

4. Plan  f o r  i so tope  a c c o u n t a b i l i t y ,  i f  r equ i r ed :  None 

ak June 2 5 ,  I F 6 3  


