
Minutes  C I R C  Meet ing 

10 February 1975 

P r e s e n t :  H.R. Connel l ,  R.A. Love, E.A. Popenoe, N.P. Ra thvon , J r . ,  U. Reincke 

Absent:  G.C. C o t z i a s ,  R. Doremus, L.D.Hamilton, G.A. P r i c e  

The meet ing was he ld  i n  t h e  Small  Conference Room of  t h e  Medical  Research 
Cen te r .  M r .  Rathvon p r e s i d e d  and opened t h e  meet ing  a t  1400. 

The minutes  of  t h e  p r e v i o u s  meet ing 6 January  1975,  were accep ted  as  
d i s t r i b u t e d  . 

F i r s t  d i s c u s s e d  were a c t i o n s  t aken  by t h e  Committee a t  not  r e g u l a r l y  con- 
vened meet ings :  

I) 

2) 

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

A s  r e g a r d s  C I R C  122 i t  was no ted  t h a t  i n  pa rag raph  C of t h e  supplementary  
i n f o r m a t i o n  on r a d i o n u c l i d e  a d m i n i s t r a t i o n  ( c o n t i n u a t i o n  on page 7) 3HCdR should 
be r e p l a c e d  wi th  3H-Cytidine. 

Next, t h e  fo l lowing  p r o p o s a 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, 3130171, C T R C ' s  62,108,110 and 112. 

'The  approval  o f  C I R C  112 was on t h e  u n d e r s t a n d i n g  t h a t  a l l  r e a s o n a b l s  e f f o r t s  
w i l l  b e  t a k e n  t o  exc lude  p regnan t  females .  

Communications r ece ived  and noted :  

1) from H.L. A t k i n s ,  1 /13 /75  responding t o  q u e s t i o n s  r a i s e d  d u r i n g  t h e  
rev iew 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 explana tFons  were found 
accep tab le .  

2) from S.H. Cohn, 1 /16 /75  r e q u e s t i n g  t h a t  D r .  A. Mart ino  be  ap. a u t h o r i z e d  
p a r t i c i p a n t  i n  C I R C ' s  10A and 36A.  

3) from S.H. Cohn, 1 /16/75  r e q u e s t i n g  t h a t  a p p r o v a l  be g iven  t o  D r .  Alo ia  
t o  s e e  p a t i e n t s  a t  NCMC on C I R C  36G and i n d i c a t i n g  t h a t  a p p r o v a l  o f  t h e  
s t u d y  h a s  been r e q u e s t e d  from t h e  NCMC CIRC. 
from I. Zanzi ,  1 / 2 1 / 7 5  responding  t o  t h e  Commit tee 's  r e q u e s t  f o r  a d d i t i o n a l  
i n fo rma t ion  on C I R C  9 6  Rev, 3/19/74. The memorandum was found a c c e p t a b l e .  

4 )  

F u r t h e r  communications r e c e i v e d  were memoranda s t a t i n g  t h e  fo l lowing  t o  be 
inactive: 

C I R C ' s  36C 
36F 
111 

27 and 2 f i  

REPOSITORY 

138033b 
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Before  &a q u e s t i o n  was r a i s e d  a s  t o  whether  t h e  C I R C  should 

be involved  i n  follow-up actions on programs it h a s  approved.  After d i s c u s s i o n  
i t  was dec ided  t h a t  no a c t i o n  should be  taken  by t h e  C I R C  b u t  t h a t  perhaps  
t h e  Medical  Care Eva lua t ion  Committee might be  asked t o  l o o k  i n t o  some matters'  
i n  t h i s  r ega rd  on b e h a l f  of t h e  Committee. 

The meet ing  was adjourned  a t  1450. 

R e s p e c t f u l l y  submitted ,  , 

Helen R. Connel l  

HRC/ck 



HOSPITA~ OF THE MEDICAL RESEARCH CENTER, 
BRObKHAVEN N A T I O N A L  LABORATORY 

Upton, N e w  York 1 1973 ClRC STATUS MEMO 
. I  

..r 

12/  20/ 7 4  T ~ :  D r .  A t k i n s  Date: 

ClRC No. I 
~ 

2 7  Cc 2 7 A  

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, HEIV, or other 
Granting Agency (in connection with this proposaI and the IND 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. 

A @M 'ZL7, /$yq&fi 
If this form is not returned by fk%%&G= , approval of the proposal will automatically 

be discontinued. 

See a t t a c h e d  r e c a p  s h e e t  n 
R.B-Aronson. Ph.D., Associate Chairman Date 

T o  R.B. Aronson, 

CIRC PROPOSAL NUMBER-S: Continuing Inactive 

Proposed substantive changes are attached 

Adverse effects that have been first noted 

&, rU'aLGd4 A 

~ 

Since the last approval 

The Sponsoring Physician as of this date is 

The  follo\ving changes in Investigators should be noted: 

patients have been submitted to the experimental regimen. 

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

Compound I S D =  . Com pou nd INDF 

T h e  investigational consent form(s) used in this project are numbered 

Patients in\.olved in this study arc  referrals from or also studicd at the follo\ving institution(s) 
and copies are attached. 

_ _ _ ~ ~  ~ 

.Attach statenlent from institution(s) indicating thc reviclv committec appro\.al is current. 



CIRC 27 & 27A 

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

CIRC 6120166 

99m Initial CIRC 
27A : "Evaluation of Lung Scanning with Tc-Albumin Macroaggregates" 1015166 

99m 
CIRC 27 & 27 A: "Evaluation of Lung Scanning with Tc-Macroaggregated Human Serum 
Combined A1 burnin" 

CIRC DEPT 
Recertification 11/8/71 11/9/71 

12/13/ 72 12/19/72 
1/14/74 I 1/16/74 

Spon. Phys: H. L. Atkins 
Prin. Invest: H. L. Atkins 
Others: J, S. Robertson CONSENT .& 

71 12/19/72 

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

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

1 5 8 0 1 3 9  
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HOSPITAt OF THE MEDICAL RESEARCH CENTER, 

BROOKHAVEN NATIONAL LABORATORY 
Upton, N e w  York 

TITLE: 

Evaluation 
serum albumin 

o f  

11973 

C L I N IC A L INVEST I GAT I 0 N AUT H 0 R I ZAT I 0 N F 0 RM 

9 9 m  Lung Scanning w i t h  Tc-macroaggregated human 

' ClRC No. 

27  & 2 7 A  i 
PURPOSE OF REVIEW: 

0 INITIAL Cj ADDENDUM 

0 REVISION a RECERTIFICATION 

0 REACTIVATION 
~ 

TO CHAIRMAN, CIRC: 

THE PROPOSAL FOR CLINICAL INVESTIGATION IDENTIFIED BY THE ABOVE CIRC NUMBER A N D  TITLE IS  FORWARDEDLHEREWITH FOR REVIEW AND RECOMMENDATION. 

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

974- AND RECOMMENDS c u f f c ,  
TO CHAIRMAN, MEDICAL DEPARTMENT: 

THE ClRC REVIEWED THE ABOVE IDENTIFIED PROPOSAL ON 

WITH THE FOLLOWING MODIFICATIONS: I 

6 
E.A. POPENOE, C h a i h a n  N.P. RATWON, JR., All. Chairman 

R.A. LOVE I .  '. 
1 1 . I I - .  //c -( 

P.S. PAPAVASILIOU 

/:- . .  , ,  i '  f ,  ( 6 
G.A. PRICE S.H. COHN, Alternate U .  REINCKE 

D.N. SLATKIN, Alterncte A.P. WOLF, Alternate 

THE ABOVE TITLED AND NUMBERED PROPOSAL I S  Approved SUBJECT TO THE FOLLOWING: 

Investigational consent # 7 1  to be used on t h i s  C I R C .  

I 
E P CRONKITE, M D ,  Choirmon, Medical Deportment Dote 

- 
I \ ,+ 7 +, 

.-I 1 
CIRC Form I 10/4/73 

Form 19368 



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

14 J a n u a r y  1 9 7 4  

P r e s e n t :  E . A .  P o p e n o r ,  H . R .  C o n n e l l ,  R.A. L o v e ,  G.A.  P r i c e ,  U. R e i n c k e  

A b s e n t :  P.S. P a p a v a s i l i o u ,  N.P. R a t h v o n ,  J r .  

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 of  t h e  M e d i c a 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  of 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  a s  
d i s t r i b u  t ed . 

C I R C  10A was a p p r o v e d  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 4$ compound Ca ~1 , INDlI4390 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 oE 5 December 1973.  

O t h e r  C I R C '  s r e v i e w e d  a n d  approved  f o r  r e c e r t i f i c a t i o n  a r e :  

f 2  6 - -.-. 
2 7  & 2 7 A  

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  immuno log ica 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  wha t  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 .  

CIRC # l l O ,  " S t u d i e s  of 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  1'1111 was n e x t  d i s c u s s e d .  The  Commi t t ee  found t h i s  p r o p o s a l  c o n f u s i n g  
a n d  t o o k  no  a c t i o n  o n  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  c o n -  
t r a d i c t o r y  s t a t e m e n t s  a n d  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  d o c u m e n t s  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 .  38 ,No.221,  
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  will n o t  a p p r o v e  a n y  p rogram 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  
f rom 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  CIRC 111 r e f e r e n c e  was made t o  t h e  DHEW recommenda t ions  

C I R C  8 1 1 2  was r e v i e w e d  and approved .  

C I R C  #103-The memorandum t o  CIRC f rom I. Z a n z i ,  M , D . ,  14 December 1 9 7 3  was 
r e v i e w e d  and  Eound 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  item I ,  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  b e  p e r f o r m e d ,  i n  t h e  ca se  O E  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  o f  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 e s 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 -  

I /  16/  74 

O t h e r  c o m m u n i c a t i o n s  r e c e i v e d  and a c c e p t e d :  

1) Memorandum f rom I. Z a n z i ,  M.D. , 3 0  November 1 9 7 3  l i s t i n g  t h e  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  from x - r a y  e x p o s u r e s  a s  r e q u e s t e d  
by  C I R C  f o r  p r o p o s a l  11103. 

2) A copy o f  t h e  memorandum t o  t h e  M e d i c a l  S t a f f  from E.P. C r o n k i t e ,  M.D., 
4 J a n u a r y  1974  i n  r e g a r d  t o  t h e  a g e  o f  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  be i n c l u d e d  i n  C I R C  11104 w i l l  b e  b e t w e e n  2 1  and 65 y e a r s  o f  a g e .  

4 )  Memorandum t o  C I R C  f rom Dr. J. I w a i ,  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  11105 w i l l  b e  b e t w e e n  2 1  and 65 y e a r s  o f  a g e .  

5) Memorandum t o  C I R C  f rom R.B. A r o n s o n , P h . D . ,  5 December 1 9 7 3  r e p o r t i n g  
7 / 2 0 / 7 3  t h e  o c c u r r e n c e  of  a p o s s i b l e  a d v e r s e  r e a c t i o n  r e  C T R C  63  Rev. 

and a p p l i c a b l e  t o  IND17677. 

6) Memorandum t o  D r .  Popenoe  f rom R.B. Aronson ,  Ph .D . ,  18 December 1 9 7 3  re 
P a t i e n t  Consen t  11104 a p p l i c a b l e  t o  C I R C  # l o 6  a n d  #36D. 
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  CTRC acknowl -  

T h e  m e e t i n g  w a s  a d j o u r n e d  a t  1530.  

Kc sp cc  t l u  I 1 y s u  h m i  t t ed , 

H e l e n  R. C o n n e l l  

llKC/ck 



27 and 27A 

HOSPITAL OF THE MEDICAL RESEARCH CENTER, 
BROOKHAVEN N A T I O N A L  LABORATORY 

Upton, N e w  York 11973 ClRC STATUS MEMO 

Title: 99m 
E v a l u a t i o n  o f  Lung Scanning w i t h  Tc-macroaggregated human serum albumin 

D r .  A tk ins  Date: 12/  5/ 73  To : 

Please indicate below {vhether 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, HEIL’, 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 12/31/73 , approval of the proposal will automatically 
be discontinued. 

’ Dare - * 
R.B. Aronson, Ph.D., Associate Chairman 

To R.B. Aronson, 

Continuing Inactive 0 CIRC PROPOSAL N U M B E R A I S :  

- 
Proposed substantive changes are attached 

Adkrerse effects that ha\.e not already been reported to the Department Chairman include: 

Since the last approval 0 patients ha erimental regimen. 

T h e  Sponsoring Physician as of this date is 

- The follo\\ring changes in Investigators should be noted: 

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

Compound ‘’ %‘z 14 511 ( 5 ’ 4 )  :gD - /) 2 7 Compound IND= 

The  investigational consent form(s) used in this project are numbered 7 /  and copies are attached. 
Patients iiivol\.ed in this study arc referrals from or  also studied at the follo\j.ing institution(s) 

.Attach statcnient fro91 institution(s) indicating the re\.ie\\. committee approval is current. 



HOSPITAL OF THE MEDfCAL RESEARCH CENTER, 
BROOKHAVEN N A T I O N A L  LABORATORY 

Upton, N e w  York I 1973 - 7 1  - 
CONSENT FOR PROCEDURE, STUDY, OR 
DRUG UNDER CLINICAL INVESTIGATION 

N M  

UNIT NO 

PAVILION OP 

I understond that the physicions at the Hospital o f  the Medical Rescorch Centcr. Brookhovcn Notional Laboratory ore e n g q c d  111 

research and study of the nature of diseases and o f  new methods of diagnosis and trcotment I have been infcrmed of  the ontwpc'ed 
duration of hospitolizotion and the nature of the procedure, study, or drug under clinical investigation known as: 

Lung scanning  w i t h  r a d i o a c t i v e  99?'c-macroaggregated human serum albumin 

I understand that the nature of this procedure, study, or drug i s  experimental, and tho! at the present timc no assurclncc c o n  bc 
given that my participation will be directly bcnefkiol to me I hove bccn informed that the timing and sequcwc of thesc s!udiPs mcry 

nof be revealed to me I understand that in thc opinion of  the invotigalots rcsponsiblc for !his prolect and of thc Rrview Bcord (Clinl. 
cal Investigations Committee), I should be informed of the following possible hazards ond inconvciiiences before agteetng t 3  this clinical 
invesfigotion. 

The compound cannot  be  t e s t e d  f o r  s t e r i l i t y  and p y r o g e n s  b e f o r e  use.  Rare 
i n s t a n c e s  of  a l l e r g i c  r e a c t i o n s  heve o c c u r r e d ,  The s y s t e m  and components a r e  
t es ted  p e r i o d i c a l l y ,  

I have been informed of the obove. I have also been informed of the curtomory procedures. These moy or may not bc used. I h o w  
been offered the opportunity for further discussion of this procedure, study, or drug with the attending physician. 

I voluntarily consent 10 porticipote in the obove studies with on understonding of the known powblc  effects or hazordr that 
might occur in the course thereof, and with the further understonding that not 0 1 1  effects of such procedure. study, or drug are known. 

SIGNED BY: 

(Patient or lcgol Guordion) 

WITNESS. 

I ,  the undersigned, herewith offirm that I have exploined the obove to Mr. (Mrs.) (Miss) 
ond I om willing to onrwer further inquiries. 

M D  DATE - 

Form 1913 - 7 1 -  



HOSPITAL OF THE MEDICAL RESEARCH CENTER, 
B R O O K H A V E N  N A T I O N A L  LABORATORY 

Upton, New York 11973 

ClRC No. ! i 27 and 2 7 A  

PURPOSE OF REVIEW. 
CLINICAL INVESTIGATION AUTHORIZATION FORM 

- INITIAL ADDENDUM 9 9m 
TITLE. 

E v a l u a t i o n  of  Lung Scanning w i t h  Tc-macroaggregated human serum albumin [7 REVISION RECERTIFICATION 

REACTIVATION 

TO CHAIRMAN, ClRC 

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

/ 

Date =p\h40, thatrrnan, Medical Debarment 

1 

, y' /; > ?' ANDRECOMMENDS d!, 1 

TO CHAIRMAN, MEDICAL DEPARTMENT: 

THE ClRC REVIEWED THE ABOVE IDENTIFIED PROPOSAL ON 

WITH THE FOLLOWING MODIFICATIONS: 

I 

R.A. LOVE 

N.P. RATHVON, JR. G. CHIKKAPPA 

D N StnrKlN, Alternate A P WOLF, Alternate 

TO -L L .  L---&'& 
SUBJECT TO THE FOLLOWING ( ? J W .  / THE ABOVE TITLED AND NUMBERED PROPOSAL IS 

r /  

L6/12/2*.- A ?'#7/ &Lc 4. 

4 J? CL-L~ / 5 ~ ~ 7 2  Date 

E P CRONKITE, M D ,  Cholrman, Medtcol Deportment 

ClRC Form 1 i . 72 
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- F O L D  



P r e s e n t :  J . S .  Rober t son ,  H . R .  C o n n e l l ,  R.A. Love, E . A .  P.3penoe, G . A .  ? r i c e  

Absent:  S .  Cohn, G .  Chikkappa, N.P. Rathvon, J r .  

The mee t ing  was h e l d  i n  t h e  Small  Conference Room of  t h e  N e d i c a l  Resccirc'n 
C e n t e r .  D r .  Rober t son  opened t h e  meet ing  a t  1400. 

The m i n u t e s  of  t h e  p r e v i o u s  meet ing ,  11 December 1972 were accepted  a s  
d i s t r i b u t e d  . 

C I R C  $95 was reviewed f i r s t .  D r .  Atk ins  was i n v i t e d  i n t o  t h e  Conference Xocr. 
t o  answer q u e s t i o n s  r a i s e d  by t h e  C o m m i t t e e .  C I R C  #95 w a s  approved s u b j e c t  t G  t k e  
f o l l o w i n g  changes  agreed  t o  by D r .  A t k i n s :  

1. C l a r i f i c a t i o n  o f  p e r t i n e n t  s t a t e m e n t s  t o  remove ambigui ty  2s EO w?e~:~7+r-  

2. The d o s e  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  rhe  d o s e  3za t?c  

3 .  The Consent Form s h o u l d  c o n t a i n  a s t a t e m e n t  t h a t  a r a d i a t i o n  dcse  :~l?i 

p r e g n a n t  females  w i l l  be  excluded u n c o n d i t i o n a l l y .  

i n  t h e  p r o p o s a l  f o r  s u b j e c t s  wi th  m a l i g n a n c i e s .  

b e  r e c e i v e d  and r e l a t e  t h e  dose  t o  a c c e p t e d  p r o c e d u r e s .  

C I R C  8 9 6  was approv&d s u b j e c t  t o  t h e s e  p r o v i s o s :  

1. It i s  r e q u e s t e d  t h a t  i n  t h e  c a s e  where a p a t i e n t  w i l l  have t C  sigr. 
more t h a n  o n e  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  SE 
s i g n e d  a t  t h e  same t i m e .  

s k e l e t a l  survey  b e  i n c l u d e d  i n  t h e  c u m u l a t i v e  dose  recorC i n  r h e  pa:lzr.:k 
c h a r t .  

2 .  It i s  recommended t h a t  an  e s t i m a t e  o f  t h e  r a d i a t i o n  dose Exon t h e  

C I R C  0 7  was jigproved f o r  r e c e r t i f i c a t i o n .  Howcver, i t  i s  notcil t nac  Lb.c ; 3 r ~ v L ~ 1 ; a  
. .  . r equ i r emen t  t h a t  C be inc luded  i n  Consent Form #30 h a s  n o t  been i rq lenenzcd  z7.i i L  15 

r e q u e s t e d  t h a t  t h i s  b e  done.  

The f o l l o w i n g  p r o p o s a l s  were reviewed and approved f o r  r e c e r t i f i c a c i o n :  

C I R C  &26 

. .  C I R C  # l O C  was reviewed n e x t  and approved f o r  L - - . ? . . ~ . - ' -  L L L - - ~ . . , C L " .  .-._.. _..- C C . . _ . _ _  

when a p p l i c a b l e ,  t h e  n e c e s s a r y  Consent  Form f o r  1 0 A  w i l l  be s igned  2 ;  .-;?e s;?:.i.i .:i::- Z.-.LZ 

t h e  Consent  Form f o r  # l O C  i s  s i g n e d .  

The C o m m i t t e e  c o n s i d e r e d  n e x t  D r .  S.H. Cohn's  memorandum t o  D r .  J . S .  iioberzss:. o f  
12 /12/72  re C I R C  #91. The q u e s t i o n s  r a i s e d  by t h e  Committee on 11 Decernber i 9 7 2  cas- 
c e r n i n g  p r o p o s a l  8 9 1  were found t o  b e  s a t i s f a c t o r i l y  answered by t h i s  xe;norzndun m d  
C I R C  #9 1 was approved.  

The mee t ing  was ad journed  a t  1630. 
R e  s p e c  t f u  1 1 y SUSi:-, L t i CC ~ 

I180141 



HOSPITAL OF THE MEEICAL RESEARCH CENTCR. 

Uplon, N e w  Y o r k  1 1973 
' BROOKHAVEN N A T I O N A L  LABORATORY 

- 7 1  - 

NAME 

UNIT NO 

CONSENT FOR PROCEDURE, STUDY, OR 
DRUG UNDER CllNlCAL INVESTIGATION PAV IL I S N  CJP 

I understond thot the physicians ot the Hospital o f  the Medlccl Bescorch Center Brookhavcn Notioncl Loborclory ore enyssro 1 1 1  

reseorch and study of the nature of discoses ond of  new nethods of diagnosis cnd treatment I have been infcrmcd oK tpe o l f  cipc'cd 
durotion of hospitalizotton and the nature of the procedure, study, or drgg undcr C ~ I ~ J C C I ~  investigction known O S  

9 9m Lung scanning with radioactive Tc-macroaggregated human serum albumin. 

I understand thot the nature of this procedure_, study, or drug i s  cxpcrimenfal, ond thot at the present timc n o  0ssurci)cc con lx 
given thot rny porticipotion will be directly bcncficiol to me. I hove t ~ c c n  Informed tho! the tinring ond sequctrcc of these :tudies rnciy 

not be revealed to me. I understond that in the opinion of  the InVC5tiyCltoiS rcrponsiblc for t h i s  proicct and of the R ~ v i e w  Bcoro' (Clini- 
cal Investigations Committee), I should be informed of the following possible hozcrds and inconveiriences before ogrrc i rq  to this CIIIIKOI 
invest igat ion: 

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

Rare instances 
The system and components are tested periodically. 

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

I voluntarily consent to participate in the above studies with an understanding sf the known possible eifccfs or hozcrds that 
might occur in the course thereof, and with the further understonding that not 011 effects of such procedure, study, sr drug ore Known. 

PATIENT'S NAME 

SIGNED BY: 

(Patient or Lcgol Guardion) 

WITNESS 

I ,  the undersigned, herewith offirm that I have exploincd the above to Mr. (Mrs.) ( M i s s )  _- 
and I am willing to onswcr further inquiries. 

M O  DATE - 

1 1 8 0 t 4 8  
- 7 1 -  Form I913 



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: December 4 ,  1972 

TO : C I R C  Committee ( D r .  Robertson) 

SUBJECT : C I R C  Meeting 

The f o l l o w i n g  p r o p o s a l s  are a t t a c h e d  f o r  your  c o n s i d e r a t i o n  a t  t h e  
C I R C  meet ing scheduled  f o r  December 11, 1972 i n  t h e  Small  Conference Room 
a t  2:OO PM: 

I n i t i a l :  C I R C  9 1  
92 
9 3  
94  
9 5  
96 

R e c e r t i f i c a t i o n :  C I R C  7 
26 ----- 
,- 

(’,- 2 7  & 27A,/ 
4 6  
57 
77 

R e a c t i v a t i o n :  C I R C  1 O C  

\ 

RJ3A/ck 
ENC . /. 



HOSPITAL 3 F  THE IAtDICAL RESEAXCH CENTER. 
SRCIOKHAVEN NATIONAL LABORATORY 

Clpton, N c w  York I 1973 

CONSENT FOR PCOCEDURE, STUDY, GR 
-40 - 

D 8 UG U N 0 E R C L lPJ!CA L IN VE ST i G h T I  0 >.I 

NAh'T 

UNIT N O  

PAVILION 

I undcrstand that the physicians at !he Hospital of the Mediccl Resecrch'Center, Labo:otory ore engaged in 
informed oi ihc cniicipoted research and study of t h e  nature of diseases and of new methods oi diagncsis slid 

duration of hospitalization and the nature of the prccedure, study, or drug under 

Lung scanning  w i t h  99mTc-macroaggrega~ed human 
A 

I undcrstand that the nature of th i s  procedure, ctu 
given that my participation wil l be directly beneficia! t 
not be revealed to me. I understcnd ihat in the oFinion 
cal Inv-estigations Committee), I should be info;r,eo' of t 

invest ig a t i on : 

, ond that at the present :ime no asjulmnce can be 
that the timing and sequence of ri;ese studies may 
i b k  for thi: project and oi the Revlw Bmrd (Clini- 
s and incoiiveniences before agreeiq !o this clinical 

T h e  ccjmpound cannot  be t e s t e d  f rogens b e f o r e  use .  Rare 
i n s t a n c e s  o f  a l l e r g i c  r e a c t i o n s  have 

,/ 

I hove been infcrmcd of the above. I have also been informed c f  tCe customciry procedures. These rnoy cr may not he used. I hove 
been offered the opportunity for further discussion of this procedure, study, cr drug with rhe cttcnding physician. 

I voluntarily conselit to participate in the above studies with cn undrrstcnding of the known pcsslble effecrs or h a x r b s  that 
might cccur in the course thereof, and with the further understanding th3t not 0 1 1  effects of such procedure, study, or drug ore known. 

PATIENT'S NAME -- 

SIGNED BY: - - 
(Patient or Lcgal Guardian) 

WITNESS: 

I ,  thc undersigned, herewith aEirrn that I have explained the above to Mr. (/vtrs.) (Miss) -- 
ond I am willing ta cinswer further inquiries. 

Fot:n 1913 



HOSPITAL OF THE MEDICAL RESEARCH CENTER, 
BROOKHAVEN N A T I O N A L  LABORATORY 

Upton, New York 11973 27 and 27A 

STATUS MEMO 
T i t l e :  E v a l u a t i o n  of Lung Scanning w i t h  c -macroaggrega ted  human serum a lbumin  

11/ 6 /  7 2  T ~ :  D r .  A t k i n s  Date: 

Please indicate below whether this proposal is continuing or inactive. If continuing, complete 
the entire form, and attach to this sheet copies of any reports submitted to the FDA, HE\I', or other 

Grant ing Agency (in connection with this proposal and  the IND numbers given), since the last 
CIRC approval date. Also please add any  additional information which may be of use to the Com- 
mittee in its deliberations. If inactive, merely sign and return this form. 

If this form is not returned by 11/14f 7 2  , approval of the proposal will automatically 
be discontinued. 

To R.B. Aronson, 

CIRC PROPOSAL NUMBER+ULIS: Continuing w\ Inactive 0 
Proposed substantive changes are attached 

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

Since the last approval A patients halve been submitted to the experimental regime. 

The Sponsoring Physician as of this date is __ H L :  Al#iU§ 
The following- changes in Investigators should be noted: 

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

Compound 9 5  . wI cl, I N D X i Z C Z L  Compound IND+ 

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

il 7 
Date 

Signed 
Date 

Form 1970 
I 1. - e ,  ~ . .. ~. .. 



Minutes  C I R C  Meeting 

8 November 1971 

P r e s e n t :  G.C. C o t z i a s ,  H.R. Connel l ,  R.A. Love, E.& Popenoe, G.A. P r i c e ,  
N.P. Rathvon,  Jr. 

The  mee t ing  was h e l d  i n  t h e  Small Conference Room o f  t h e  Medical  Research 
Center .  

D r .  C o t z i a s  opened t h e  meet ing  a t  1400. 

The f o l l o w i n g  p r o p o s a l s ,  p r e s e n t e d  f o r  annua l  r e c e r t i f i c a t i o n ,  were 
approved: 

C I R C  824, #26, and combin 

A d i s c u s s i o n  fo l lowed conce rn ing  t h e  j u r i s d i c t i o n  
such c a s e s  as  t h e  experiment  proposed i n  CIRC #73. 

of t h e  Committee i n  

M r .  Rathvon r e p o r t e d  t h a t  he  a t t e n d e d  a meet ing  wi th  D r .  Bond and 
D r .  C r o n k i t e  a t  which a proposed S tanda rd  Opera t ing  Procedure  f o r  Non-Medical 
Department Research was d i s c u s s e d .  The Standard  Opera t ing  Procedure  would be  
t h a t  whenever any experiment  conce rn ing  human b e i n g s  was proposed t h e  D i r e c t o r  
o f  t h e  L a b o r a t o r y  would form a s e l e c t  committee t o  s t u d y  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 no 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  a p p o i n t  
an  ad hoc commit tee ,  t h e  a p p o i n t e e s  b e i n g  chosen w i t h  a view t o  t h e  p a r t i c u -  
l a r  problems i n v o l v e d ,  The f l e x i b i l i t y  o f  t h i s  k ind  of  commit tee  y i e l d s  
advan tages  n o t  a v a i l a b l e  i n  t h e  u s e  of a s t a n d i n g  cormnittee such as CIRC. 

The mee t ing  was ad journed  a t  1445. 

R e s p e c t f u l l y  s u b m i t t e d ,  

Helen R. Connel l  

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



HOSPITAL 01- Ti'.; MEDICAL RESEARCH CENTER, 
6ROG;;HAVEN NATIONAL LAGORATORY 

Upton, Now York i I973 

CL IN I C  AL INVEST I G  AT I O N  AUT HC'R I Z AT J 01: FO S2.1 

Purpose  o f  Review: I n i t i a l  0 Revision Concinuing Addendum R 

To Chairman, C I R C ,  

forwarded h e r e w i t h  f o r  r e v i e w  and recommendat i o n .  
The 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  t h e  above C I R C  number and t i t l e  i s  .. 

@/e ~ 7 " " d ~ y ~ '  anih/Nd 
/4 0 2 3  - 

D2te 
- m u  

E.P. C r o n k i t e ,  M . D . ,  P r e s i d e n r  o f  S t a f f  

To P r e s i d e n t  of S t a f E ,  
Th e C 1 i n  i c a 1 I n  v e s t i g a t- i,t~ n/ a 

i d e n t i f i e d  p r o p o s a l  on and recommends ffuc I \A(  
nod i f i ca t i o n s  : 

ses  of Radiosotopes  Committee reviewed t h e  above 
n 3 w-ng 

\ .  

Lr( - 
J. S. Rober t son ,  Chairman ~ % W , C  Cork5 a s ,  i A 1  t .  G& Chai&man 1 '  H. R.  Connel l  

- 
S. H. Cohn E. A. Popenoe,  AI t k r n a t  e R.A.  Love 

N.P. Rathvon, J r .  J . F .  K l o p p e r  

- 
S. E.  Duby, A i t e r n a t c  A . P .  w o l f ,  G T c r n a t e  

-- 
E.  P. Crcnki te ,? l .  D. , Prcs ide r i t  G f  S t a f f  Date 

r- WL..-- LNI ---*-*---I---.-.- 
--*-, rDIL I - - - - - -  

C I R C  form $1 5 / 1 2 / 7 1  



BROOKHAVEN NATIONAL LABORATORY 

M E M O R A N D U M  

DATE: 10/ 14/ 71 

TO : CIRC Committee (Cotzias Corn.) 

. FROM: R. B. Aroneon , 

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

- r  , 

CIRC proposals 24, 26 and combined 27-27A will be presented for 

CIRC 26 i e  to be reviewed again due to conflict of interest 

*. . annual recertification, 

because of Dr. Robertson's and Dr. Klopper's attendance, ' 

c 

. .  
. .  



L ._. 

BROOKHAVEN NATIONAL LABORATORY 

M E M O R A N D U M  

TO : 

FROM : 

SUBJECT : 

DATE: 1 1 / 2 / 7 1  

C I R C  Committee ( C o t z i a s  Corn.)  

R.B. Aronson, Ph.D. w 
Agenda f o r  C I R C  Meet ing t o  be h e l d  
8 November 1971 at. 2:OO PM 

S i n c e  t h e  Committee was u n a b l e  t o  o b t z i n  a quorum f o r  t h e  Octob-er 1 8 t h  
meet ing  i t  was can 'ce l led .  
be p r e s e n t e d  f o r  a n n u a l  r e c e r t i f i c a t i o n .  

C I R C  p r o p o s a l s  24,  26 and cornbined'?7--27A w i l l  
--* ,rv.rlrr 

C I R C  26 i s  t o  b e  reviewed a g a i n  due  t o  c o n f l i c t  o f  i n t e r e s t  because  o f  
D r .  R o b e r t s o n ' s  and D r .  K l o p p e r ' s  a t t e n d a n c e .  

A l l  n e c e s s a r y  p a p e r s  r e q u i r e d  € o r  t h e  above have been p r e v i o u s l y  
d i s t r i b u t e d  . 

. .  



i 
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B R O O K H A V E N  NATIONAL LABORATORY 

M E M O R A N D U M  

I n  compliance with r e c e n t  FDA and H E W  n o t i c e s  p e r i o d i c  rev iews  of 

soon. P l e a s e  i n d i c a t e  a t  t h e  bot tom of  t h e  page i f  should be  con- 
c l i n i c a l  r e s e a r c h  p ro jec t s , ,  your  C I R C  p roposa l ,  number 

t i n u i n g  o r  p laced  on t h e  i n a c t i v e  l i s t .  

19 6 L .  

s scheduled f o r  review 

This proposa l  was l a s t  reviewed and approved by t h e  Committee on if&!,+ 
Do you w i s h  t o  make any  s u b s t a n t i v e  changes i n  your proposa l?  

Have you no t i ced  any adve r se  e f f e c t s  du r ing  t h e  experimental  program which have 
n o t  a l r e a d y  been r epor t ed  t o  t h e  Department Chairman's  Off ice? uo . 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 submi t ted  t o  t h e  exper imenta l  regime 

The Sponsoring Phys ic i an  on t h i s  proposa l  i s  TS&Lrkad . Has 
t he re  been a change of Sponscr ing Phys ic i an  o r  Respons ib le  I n v e s t i g a t o r s ?  ? t z S  b r  

s i n c e  t h e  l a s t  approval?  -3 

sCC$[c/ hes Id-1 & d-Jc(. 
If you have obta ined  I N D  numbers from t h e  FDA i n  connect ion wi th  t h i s  proposa l  

p lease  l i s t  on a s e p a r a t e  sheet  t h e  compounds and corresponding IND numbers, and 
a t t a c h .  

P l e a s e  a t t a c h  t o  t h i s  s h e e t  c o p i e s  of any  r e p o r t s  submitted t o  t h e  FDA, HEW, o r  
o t h e r  Gran t ing  Agency ( i n  connec t ion  wi th  t h i s  p r o p o s a l  and t h e  I N D  numbers g iven  
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  i n fo rma t ion  which may be  of use  t o  t h e  Committee i n  
Inc lude  a - .- copy o f  t h e  p a t i e n t  Consent Form now i n  u s e  f o r  t h i s  i t s  d i l i b e r a t i o n s .  

- -. . s tudy .  

D C I R C  P OPOSAL NUMBER IS: Cont inuing f' 

Signed 
batd 

P l e a s e  r e t u r n  t h i s  completed form t o  D r .  R .B .  Aronson as soon a s  p o s s i b l e .  
l 1 8 0 1 5 b  



H o s p i t a l  of t h e  Medical Research  Center  
Brookhaven Na t iona l  Labora tory  

Upton, New York 11973 
Area Code 516 YAphank 4 - 6 2 6 2  

I ,  r - < *  

COKSEKT FOR PROCEDURE, STUDY, OR 
DRUG UNDER C L I N I C A L  INVESTIGATION 

Uni t  No : 
P a v i l i o n :  
Date: 

C I R C  27-27A 
OP 

I unde r s t and  t h a t  t he  p h y s i c i a n s  a t  t he  
H o s p i t a l  of  t h e  Medical Research Cen te r ,  Brookhaven Na t iona l  Labora tory ,  a r e  en- 
gaged i n  r e s e a r c h  and s tudy  of  t h e  n a t u r e  of  d i s e a s e s  and of new methods of d iag-  
n o s i s  and t r e a t m e n t .  I have been informed of t h e  a n t i c i p a t e d  d u r a t i o n  of  hosp i t a l -  

i z a t i o n  and t h e  n a t u r e  of  t h e  procedure ,  s t u d y ,  o r  drug  under  c l i n i c a l  i n v e s t i g a t i o n  
known a s :  Lung scanning  wi th  99mTc - macroaggrega ted  human serum a lbumin .  

.I under s t and  t h a t  t h e  n a t u r e  of  t h i s  pro- 
c e d u r e ,  s t u d y ,  o r  drug i s  expe r imen ta l ,  and t h a t  a t  t h e  p re sen t  t ime no a s su rance  
can be  g i v e n  t h a t  my p a r t i c i p a t i o n  w i l l  be d i r e c t l y  b e n e f i c i a l  t o  me. I have been 
i n f o r n e d  t h a t  t h e  t iming  and sequence of t h e s e  s t u d i e s  may not  be r e v e a l e d  t o  n e .  
I u n d e r s t a n d  t h a t  i n  t h e  o p i n i o n s  o f  t h e  i n v e s t i g a t o r s  r e s p o n s i b l e  € o r  t h i s  p r o j e c t ,  
and o f  t h e  review b a r d ( C l i n i c a 1  I n v e s t i g a t i o n s  Committee),  I should  be informed of 
t h e  f o l l o w i n g  p o s s i b l e  haza rds  and inconveniences  b e f o r e  ag ree ing  t o  t h i s  c l i n i c a l  
i n v e s t i g a t i o n :  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  

u s e .  Rare i n s t a n c e s  of  a l l e r g i c  r e a c t i o n s  have  occur red .  

I have been  informed of t h e  above .  I have 
a l s o  been  informed of customary p rocedures .  These may, o r  may n o t ,  be u s e d .  I have 
been o f f e r e d  t h e  o p p o r t u n i t y  f o r  f u r t h e r  d i s c u s s i o n  o f  t h i s  p rocedure ,  s t u d y ,  o r  
drug  w i t h  t h e  a t t e n d i n g  p h y s i c i a n .  

I v o l u n t a r i l y  consent  t o  p a r t i c i p a t e  i n  t h e  
above s t u d i e s  w i t h  an u n d e r s t a n d i n g  of t h e  known p o s s i b l e  e f f e c t s  o r  haza rds  t h a t  
might  occur  i n  the  cour se  t h e r e o f ,  and wi th  t h e  f u r t h e r  unde r s t and ing  t h a t  not a l l  
e f f e c t s  o f  such procedure ,  s t u d y ,  o r  drug a r e  known. 

PATIEXT'S NAME: 

SIGSED BY : 
( P a t i e n t  o r  Legal  Guardian) 

I ,  t h e  unde r s igned ,  he rewi th  a f f i r m  t h a t  I 
have e x p l a i n e d  the above t o  M r .  (Mrs.)  (Miss) 
a n d  I am w i l l i n g  t o  answer f u r t h e r  i n q u i r i e s .  

M .  D .  DATE : 



HOSPITAL OF i h t  MEDICAL RESEARCH CENTER, 
BROOK til\\’€N N b.T IO N A 1  I AB 0 R ATORY 

Upton, New York i I973 

CI, I Tu’ I CAI, IN I‘L S T I GliT ION rlU T HO R I Z AT I ON FO K2.f 

P u r p o s e  o f  Review: I n i t i a l  Revis ion C o n t i n u i n g . m  Adderidurn 
-F 

T i t l e :  9 9 m  
EVALUATION OF LUNG SCANNING WITH Tc-ALBUMIN 

MACROAGGREGATES 

I C I R C #  2 7 A  . 1 

To Chairman, C I R C ,  

forwarded hercwi  t h  f o r  rev iew and rccommendat i on .  
The proposal.  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 t h e  above C I R C  number and t i t l e  i s  

E.P. C r o n k i t e ,  M . D . ,  ? r e s i d e n t  o f  S t a f f  Date  

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

i d e n t i f i e d  p r o p o s a l  on 
n>d i f  i c a  t i o n s  : 

T h e  C1 i n i c a l  I n v e s t i g a t i o n  and Uses OK Radiosotopes  Committee revicwcd t h e  almve 
and recornmcnd s with  the  io1 l c x i n g  

- 
J. S. R o b e r t s o n ,  Chairman G. C. C o t z i a s ,  A l t .  Chairman €1. R. Connel l  

-- 
S ,  H. Colin E . A .  Popenoe,  A l t e r n a t e  R.A. Love 

__ - -. 
* C;. P r i c e  J . F .  Klopper N.P. Kathvon, J r .  

- - 
S .  E .  D u b y ,  Alternate A. P . Wo 1 f , A1 t e rna t E 

TO Y 

The above t i t l e d  and numbered p r o p o s a l  i s  s u b j e c t  t o  t h e  fo l lcwir ig :  

t 1 8 0 1 5 8  
-L__ 

E .  P .  Cr-onki.te,M. D. , P r e s i d e n t  o f  SKaff Date  
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Purpose of  Review: I n i t i a l  Revis ion  G CooLinuing Addcnclum 0 
T i t l e :  

I- 

SCANNING OF LUNGS 

To Cha i rman,  C I I i C ,  

forwarded hercwj t b  f o r  rev iew and recczmcndat  ion .  
The 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 c i en t i f i cd  b y  t h e  above C I R C  number and t i t l c  I s  

- 
E.P. C r o n k i t e ,  N . D .  , P r e s i d e n t  o f  S t a f f  Date - -.-” -* -- 

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 r o p o s a l  on and recc;nmends wi th  the  f c l  lcwing 
m o d l i i c a t i o n s :  

The C1 i n i c a l  I n v e s t i g a t i o n  and Uses cf Radiosotcpes  CoinmiLitee reviewed t h e  aLax.7~ 

J. S.  Rober t son ,  Chairman G .  C. Cot z i a s  , A1 t .  Chairman 

-- 
S .  I I .  Colin E . A .  Popenoe,  A l t e r n a t e  

* G .  P r i c c  J . F .  Klopper 

S. E .  Duby, A l t e r n a t e  A.P. C!olf, A l t e r n a t e  

H.  R .  Conncl l  

R . A .  Love 

--. 
N . P .  Rathvon, J r .  

-w- --- II y L z z I o p t D I I Y u . . < -  

To , 
l h c  a b w e  t i t l e d  and numbered p r o p o s a l  i s  s u b j e c t  t o  t h e  f o l l o w i n g :  



BROOKHAVEN NATIONAL LABORATORY 

M E M O R A N D U M  

DATE: 6 May 1 9 7 1  

TO: ' D r .  J .  Robertson 

FROM : G .  C .  C o t z i a s ,  M . D ,  

SUBJECT: C I R C  26 "BLOOD ?OOL SCANhTNG KfTd 

99mTc-Alburnin" end C I R C  27-a "EVALUATION OF 

LUNG SCANNING WITH 99?c-ALLBUMIN MACROAGGREGATES 

The e n c l o s e d  C I K C  8 2 6  and 27-a were n o t  reviewed by t h e  C I R C  

Committee on May 3 ,  1971 because I d i d  n o t  know what t h e  q u e s t i o n s  

a r e  t h a t  m u s t  be answered. 

P l e a s e  a d v i s e  and I will be happy t o  r u n  a n o t h e r  meet ing .  

Many thanks ,  

I -I 

George C. C o t z i a s ,  M . D .  
,- .. 

D i s t r i b u t i o n :  

J .  S .  Rober t son  
S .  H .  Cohn 
E .  A .  Popenoe 
H.  R.  C o n n e l l  
J. F.  Klopper 
R. A .  Love 
G .  P r i c e  
N. P .  Rathvon, Jr .  
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I 

P r e s e n t  were:  G .  C .  Cotzios, G .  P r i c e ,  H . R .  Conne l l ,  J. P ,  Klopper,  N.P. Rathvo 

E. A .  Popenoe and R ,  A ,  Love. 

Absent :  J.S. Rober t son  and S. H .  Cohn. 

The Comit te  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 t h  r e g a r d  t o  s p e l l i n g  o u t  p o e e i b l e  h a z a r d 8  i n  more de-  

t o i l .  Tha r o s p e c t i v e  c o n e e n t  forms of C I R C  #26, 27-8, 36, 61 and 

68 were rev icwcd and found g e n e r a l l y  
-9 

s a t i s f a c t o r y .  

The CIRC 1!67 was t h e r e a f t e r  rev iewed.  This was s u b m i t t e d  by 

D r .  H. L. A t k i n s  unde r  t h e  t i t l e  " E f f e c t 8  of Chron ic  Alcoho l i sm 

on Calcium Metabolism". It w a s  found unanimously a c c e p t a b l e  b u t  

t h r e e  comments were t h o u g h t  as p e r h a p s  h e l p f u l  t o  t h e  i n v e s t i g a t o r s :  

1) T h a t  t h e  i r r a d i a t i o n  d o s e s  of  47Ca and of whole body Neut ron  

A c t i v a t i o n  s h o u l d  be  added i f  t h i s  is n o t  a l r e a d y  b e i n g  done .  

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  shou ld  

. .  

2) 

b e  s p e c i f i e d  t o  form a p a r t  of t h e  r e c o r d .  The r e c o r d  now s p e c i f i e s  

o n l y  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 e x p o s u r e .  3) 

The amount of a l c o h o l  t o  be  g i v e n  may p e r h a p s  need t o  b e  e l e v a t e d ,  

i n  which c a s e . t h e  i n v e s t i g a t o r s  w i l l  be welcome t o  a d d r e s s  them- 

? 

- 

selves t o  t h e  Committee. 

The CIRC #36 was r e - r ev iewed  and found g e n e r a l l y  a c c e p t a b l e .  

The f i n a l  a c c e p t a n c e  w i l l  b e  s i g n e d  by t h e  members of t h e  c o w i t t e e  

a f t e r  D r .  S t a n t o n  Cohn s p e c i f i e s  t h e  f o l l o w i n g :  1) The t o t a l  nun- 

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 uppe r  l i m i t  of combined 47Ca and n e u t r o n  a c t i v e t i o n e  p e r  
, 

pa t i e n  t. 
, I  I I 
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Tlla Coiinni t t o o  t h a n  roviowod ' CIItC 4/68 c n t f  t l c d  "Pi-Mcson 

i 

Radiot l icrapy".  I t  found two s p c c i f i c  merit6 t o  t h e  propoecd use 

of t h i s  t echn ique :  1) T h a t  Pi-Meson6 have  a Brngg e f f e c t  whfch 

mny be t h c r a p e u t i c a l l y  u s e f u l .  2) T h a t  such  t h e r a p y  w i l l  b e  

c s v c n t i o l l y  indcpendon t  of t i s s u e  oxygen t e n e i o n .  

encouraged  t h e  Chairman of t h e  Medica l  Depar tment  t o  p roceed  w i t h  

p l a n e  of d e v e l o p i n g  n p p r o p r i a t o  f a c i l i t i e s  and D r .  A tk ine  t o  pro-  

c e e d  w i t h  an imal  e x p e r i m e n t s  when t h e  time comes. The Committee 

e x p r e s s e d  w i l l i n g n e s s  to  r ev iew t h e  d a t a  from an ima l  e x p e r i m e n t s  

and  ' t o  ass i s t  w i t h  possible e x t r a p o l a t i o n s  , i n t o  human t h e r a p y .  

The Committee 

/ '1 , 

'\ 
D i s t r i b u t i o n :  - 
J. S. Rober t son  
S. H. Cohn 
E .  A. Popenoe 
H .  R. Conne l l  

R. A. Love .. . .* 
G. P r i c e  

J. F. Klopper  - 
N. P. Rathvon, Jrr. * -.. 

\ 

J R .  Aronson N' 

. .  .. , .: . .: . . . . _  I ' 

I .  . .  
. .  . I  

. .  

. .  . .  
I . .  . . 

. .  , . .  , . 
8 .  
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. -  Minu tes  C I R C  Mcct ing 

6 A p r i l  1971 
\ 

I .  

> i /;  (!& ; k*'i <.L/< ' * Members P r e s e n t :  Drs. Cohn, K loppe r ,  Love, Rober t son  and S teck  !', 1 

Absent :  Dr. Hamilton 
I 

1. The Committee met a t  1100, f i r s t  i n  t h e  Large  Conference  Room, t h e n  moving t o  
Room 5-5.  

A p r o p o s a l  submi t ted  by D r .  A t k i n s  i n c o r p o r a t i n g  f e a t u r e s  o f  C I R C ' s  26 and -2 27a 
bu t  i n v o l v i n g  a r e v i s e d  method of p r e p a r a t i o n  o f  t h e  pha rmaceu t i ca l  was con- 
s i d e r e d .  The p roposa l  was submi t tkd  a s  an  amendment t o  DBS-IND 299. 
no ted  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  o f  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 t h o s e  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  

u n d e r s t a n d i n g s ,  t h e  p r o p o s a l  w a s  approved .  

.---- 
2. 

It i s  

g e w  proDosa l  a s  _ _  C I R C  __.- 26 ( 3 / 3 0 / 7 1 ) ,  w i t h  D r .  A t k i n s  a s  t h e  sponsor ,  W i t h  t h e s e  

r 
3. N o t i c e  was t a k e n  of  t h e  r e c e n t  p romulga t ion  o f  n o t i c e s  by t h e  FDA ( F e d e r a l  

R e g i s t e r ,  v o l .  36,  No.52, Wednesday, March 1 7 ,  1971) and t h e  HEW ( P o l i c y  S ta tement  
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 R C .  Among t h e  new r e q u i r e m e n t s  i s  an  annua l  r e v i e w  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  o f  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  w i th  t h e  r e q u e s t  t h a t  t h e y  i n d i c a t e  which ones  a re  ac t ive .  The 
r e s p o n s e s  r e c e i v e d  i n d i c a t e  t h a t  t h e r e  a r e  34 i n a c t i v e  p r o p o s a l s ,  and 64 a c t i v e  
o n e s ,  o f  which 45 a r e  now o v e r  one  year o l d .  No f u r t h e r  a c t i o n  was t a k e n ,  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 i v e n  t o  r e v i s i o n  o f  C I R C  forms.  

5 .  A p r o p o s a l  submi t ted  by D r .  Cohn t o  modify CIRC#36D by lower ing  t h e  a g e  l i m i t s  .- 
- - . . . . .  f o r  p a t i e n t s  w i th  Cush ing ' s  d i s e a s e  ,and ,:hose w i t h  thy ro tox icFs i . s .  was c o n s i d e r e d .  -. . .  - ... 
. . .  S p e c i f i c  p r o p o s a l s  .. - . . . .  - wi th  c l i n i c a l  d a t a ,  wer.e. s-ub-mi.tted . f o r  f o r r  p a t i e n ' t s .  Aft .er  g e t t i n g  . _  

i n f o r m a t i o n  from D r .  Cohn h e  w a s  excused  - . from t h e  meet ing .  . . . . .  The . - .  r ema in ing  . members - -  - 
p a s s e d  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 mee t ing  ad jou rned  a t  1205. 

Respect f u l l y  submi t t ed ,  

/ c k  
cc: C I R C  Committee 

M r .  F inn  
F i l e  



The Comiictee 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 o f  Radio iso topes  

hereby  a7proves t h e  program w i t h  the f o l l o w i n g  t i t l e :  

EVALUATION OF LUNG SCANNING WITH 9 9 ~ c - ~ ~ ~ ~  

MACROAGGREGATES 

C I R C  ?; 27-a has  Seen a s s i g n e d  t o  t h i s  program. 

Geor& C .  E C -  c w G = L 1 q ,  
C o d i a s ,  N . D . ,  C h a t a n  

&k2Q& 
Lswis M .  S c h i f f e r ,  N.D.  

Knud Knudsen, M.D 

P l a c e :  Medical  Research Ccnc2~-  
Broolchaven N a t i o n a l  Lzbora tory  
Upton, New York 11973 

, 



Received : 

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

INVESTIGATIVE PROGRAMS 
CIRC 827-a 

(Submit original only to Department Chairman) Date: O c t .  5 7 1966 

A. Title of the proposal: E v a l u a t i o n  of l u n g  scanning w i t h  9 w T c - a l b ~ i n  macroaggregab 

B. Sponsoring physician(s): J. S. Rober tson  

C. Responsible investigator(s): H.L. Atkins ,  L. S c h i f f e r  

D. Brief description of the study, including its general goals and purposef'and 
pertinent information on past studies: (Attach additional sheets if necessary.) 

Macroaggrega tes  of Tl3l human serum albumin a r e  b e i n g  used r o u t i n e l y  i n  many 
medical  c e n t e r s  f o r  d i a g n o s i s  of a number of l u n g  c o n d i t i o n s .  
e v a l u a t e s  d i s t r i b u t i o n  of blood f l o w  t o  t h e  v a r i o u s  segments of t h e  lung .  
n i n g  of  t h e  lungs i s  c a r r i e d  o u t  5 minu tes  f o l l o w i n g  i n t r a v e n o u s  i n j e c t i o n  of t h e  
macroaggregates .  

P r i m a r i l y  t h e  s tudy  
Scan- 

Scans a r e  per formed i n  supine  and p rone  p o s i t i o n s .  

The a d v a n t a g e s  o$ u s i n g  9wTc are 1) much reduced r a d i a t i o n  dose due t o  s h o r t  
T l / 2  and v i r t u a l  ab-sence of b e t a ;  2) scanning  can  b e  performed more r a p i d l y  and 
a c c u r a t e l y  due t o  h i g h e r  count rates; 3) m a t e r i a l  can  be p r e p a r e d  when needed, 
whereas keep ing  commerc ia l ly -ava i l ab le  113- l a b e l e d  material on hand i s  incon- 
v e n i e n t  and expensive;  and 4) no p r e m e d i c a t i o n  w i t h  s t a b l e  i o d i d e  i s  r e q u i r e d  t o  
p r e v e n t  i r r a d i a t i o n  t o  t h y r o i d  s i n c e  m a t e r i a l  has  l a r g e l y  decayed by t h e  t ime 
f r e e  Tc9% i s  r e l e a s e d .  

'/ 

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

C l i n i c a l  need i n  p a t i e n t s  undergoing  ECT and o t h e r  t he rapy .  

F. Type of patient in which the study is to be  done (including approximate number 

of subjects, if known; special restrictions or requirements; method of  obtain- 

ing consent; etc.): Those p a t i e n t s  w i l l  b e  s t u d i e d  who have pulmonary 

symptomatology w i t h  no or minor X-ray changes.  



SUPPLEMENTARY FORM FOR RADIOISOTOPE 

ADMINISTRATION TO HlTMAN BEINGS 

A. Radio i so tope  
24 14 

1. Spec ie s :  (Radio iso tope  o r  l a b e l e d  compound, eg. Na C 1  o r  1 - C  - glucose)  
T c 9 ~ - a l b m i n  - macroaggregated 

2. P h y s i c a l  c h a r a c t e r i s t i c s :  (Phys ica l  h a l f - l i f e ;  decay scheme (o r  t ype ,  

energy  and r e l a t i v e  f requenc  
Tq/2 = 6 hours, decay by 7: 0.140 J.if'2 keV k& fl%a1 98. 

0.002 keV 98.6% 

rna'or e i s i o n s )  
No p decay, 4.0% I . C .  - 

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 t c . )  
U Hot lab.  

A t  Hot l ab  according t o  previously-submitted and approved appl icat ion f o r  
4,  P r e p a r a t i o n :  (Targe t  mater ia l ,  q u a n t i t y ,  s p e c i a l  problems) 

Tc-albumin and then macroaggregated by heat ing i n  water ba th  t o  7 5 O C  f o r  15 min. 
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  o f  admin i s t e red  mater ia l :  

T c 9 9  i s  ca r r i e r - f r ee  and i so top ica l ly  > 99.9% pure. Labeling w i l l  be 
> 1 m C i / m g m  albumin. 

6. Radioassay and c a l i b r a t i o n  procedures :  ( Inc lude  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  Hot l a b  with same procedures present ly  used for 9c 9% . 
7. Veh ic l e  and r o u t e  of  a d m i n i s t r a t i o n :  

Suspended i n  physiological  s a l ine  and administered intravenously.  

8, Procedures  f o r  c o n t r o l  of  s t e r i l i t y  and p y r o g e n i c i t y :  ( O r  n o t e  t h a t  

commercial ly  s u p p l i e d  i s o t o p e s  a re  c e r t i f i e d  a s  ready f o r  a d m i n i s t r a t i o n  

t o  human be ings . )  S t e r i l e  and pyrogen-free reagents used throughout. 
Mil l ipore f i l t e r  C.045 IJ- used p r i o r  t o  aggregation. 

9. Ext raneous  e f f e c t s ,  i f  p e r t i n e n t :  (Such a s  pharmacologica l  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. R a d i a t i o n  Dosage 

131- 
1. B i o l o g i c a l  h a l f - l i f e  o r  h a l f - l i v e s ,  i n c l u d i n g  s low components: 

I n  lungs 0.25 d and 3.2 d. I n  blood 0.44 d and 4.0 d (determined on I 
labe led  albumin macroaggregates). 

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  a g e n 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  

o f  t h e  r a d i o i s o t o p e )  

a .  C r i t i c a l  o r  " t a r g e t "  o rgan( s ) :  Lung . 

b. Gonadal exposure:  Equivalent t o  whole-body exposure. 



- 2 -  

3 .  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 r g e t "  o r  o t h e r  s e p a r a t e  o rgans ,  where i n d i c a t e d )  

Summary e q u a t i o n s  a re  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  e q u a t i o n s  from r e f e r e n c e s  such a s  Hine  and Browne l l ' s  

R a d i a t i o n  Dosimetry,  N a t i o n a l  Bureau of  S t a n d a r d s  Handbook 69 ,  and 

BNL H o s p i t a l  Form 1167-A should  be used where p o s s i b l e  and t h e  

r e f e r e n c e  c i t e d  . 
Lungs: T1/2 b = 6 h (0.25 d) 

= 6 h (0.25 d) T1/2 

T1/2 e f f  = 3 h (1/8 d) 

)IC 
- 

D 8 = 7 3 . 8 x E  X T  X C -  8 1/2 g 

D = 0.0346 x C x Teff 
7 

Tota l  D8+r = 2.73 rads f o r  5 

Ref. ( see  below) 

C. R a d i o l o g i c a l  H e a l t h  Aspec ts  

w t  = 1000 gm 87% adm. dose 
i n  lungs 

g = 160 
c- 

I$ = 0.014 MeV (z:,,) 
= 0.696 cm2-R/mCi-hr = 0.56 rad 

g = 2.16 rad Density of lung assumed t o  be 
1000 gm/l300 m l .  

m C i  administered dose 'Whole-body dose i s  l e s s  
than 0.070 rads  which 
i s  value f o r  m C i  non- 
aggregated Tc 3% albumil 

1. Hazards  t o  o t h e r  p a t i e n t s  and t o  pe r sonne l  f rom external  o r  

i n t e r n a l  r a d i a t i o n :  None 

2. Mon i to r ing  p rocedures ,  i f  n e c e s s a r y :  - 

3. S p e c i a l  p rocedures  f o r  h a n d l i n g  waste p r o d u c t s ,  e x c r e t a ,  b i o l o g i c a l  

samples ,  etc., where i n d i c a t e d :  - 

4. P l a n  f o r  i s o t o p e  a c c o u n t a b i l i t y ,  i f  r e q u i r e d :  - 

References : 

1. McAf'ee, J . G .  e t  a l . :  

2. Furth, E.D. e t  a l . :  The d i s t r i b u t i o n ,  metabolic f a t e  and r ad ia t ion  dosimetry of 

3. Gwyther, M.M. and Field,  E.O.: 

4. Laken, M.K. and Bugby, R . D . :  Visua l iza t ion  of t h e  lung by methods of scintiphotograph: 

99mTc l abe led  serum albumin f o r  s c i n t i l l a t i o n  scanning. 
J. Nucl. Med. - 5: 936, 1965. 

l abe led  macroaggregated albumin. J. Nucl. Med. - 6: 506, 1965. 

scanning. 

Am. J. Roent., Rad. Therapy and I s o t .  - 97: 850, 1966. 

1 3 5  

Aggregated Tcggm-labeled albumin f o r  lung s c i n t i -  
I n t .  J. Appl. Rad. and I s o t .  - 17: 485, 1966. 

ak  It80tbl J u n e  2 5 ,  1963 
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G. 1. Are drugs not in the U. S, Pharmacopoeia (USP) or the NNR being used or con- 
templated for use? Yes X NO 

2. 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 

recommended limits or for purposes distinctly different from the usual indi- 
cations cited. ) Yes . No 

3. Are any biological products to be administered that do not bear on their con- 
tainers or labels notation of approval by the Biological Control Division of 
the National Institutes of Health? Yes No x 

(An 

X 

4. Is external or internal radiation other than accepted diagnostic or thera- 
peutic procedures to be administered? Yes No X 

5. Are any (other) unusual procedures being performed or proposed which in your 
judgment may entail a special hazard - particularly a hazard above and beyond 
any imposed by accepted diagnostic and therapeutic measures for that patient? 

Yes No X 
6. Are any radioisotopes to be administered to human beings? Yes x No 

a. If yes, are the radioisotopes to be used solely within the limits of pro- 
Yes ‘ x  No cedures, specifically described in the USP? 

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: 2 7  

Yes No ,( 

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

of the potential hazards must be appended, including pertinent bibliographic cita- 

tions and other relevant information. 

IF QUESTION 6 IS ANSWERED AFFIRMATIVELY, a completed supplementary form for 
Radioisotope Administration to Human Beings must be appended. However, this form 

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

separate form must be submitted for radioisotopic 

Committee on Clinical Investigations and 
Uses of Radioisotopes 

Approval recommended / 
Disapproval Date 

Date /</L “;/L 6 
V. F l’&A 7 
V. P. Bond,w, D. 
Chairman, Medical Department 11801b8 6 / 2 5 / 6 3  

rnl k 



The 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 Use o f  Radio iso topes  

hereby  approves  t h e  program w i t h  t h e  f o l l o w i n g  t i t l e :  

SCANNING OF LUNGS 

C I R C  # 27  h a s  been a s s i g n e d  t o  t h i s  program. 

Absent 
L e w i s  M. S c h i f f e r ,  M.D. 

;/[A6 ’! &&&- 
b u d  D .  Knudsen, M.D. 

Walton W. Shreeve ,  M . D . ,  Ph.D. ( e x  o f f i c i o )  

JUN 2 0 1966 Date: 

P lace :  Medical Research C e n t e r  
Brookhaven N a t i o n a l  Labora tory  
Upton, New York 



June 20, 1966 

The Committee on Clinical Investigations and Use of Radio- 
isotopes has reviewed the Circ. $127 entitled: "Scanning of Lungs" 
and submitted by Drs. J.S. Robertson, L.M. Schiffer and H.L. Atkins. 
It was ascertained from Dr. Atkins that 300 pc of 1311 will be given. 

The Committee recommended approval of this proposal. 



I '  c;:" 

SUPPLEMENTARY FORM FOR RADIOISOTOPE 

ADMINISTRATION TO HUMAN BEINGS 

A. Radioisotope 
24 14 

1. Species: (Radioisotope or labeled compound, eg. Na C1 or 1-C - glucose) 
1311-hman serum albumin macroaggregates 10-50 p s i z e  ' 

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

energy and relative frequency of major emissions) 
T1/2 = 8.1 days Decay by f3 and 2 emission 

Commercial, suppl ier  (Squibb) 

0.364 MeV y 87% 

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

4,  Preparation; (Target material, quantity, special problems) 
1 - , I  

5. Specific activity and isotopic purity of administered material: 
Carr ie r - f ree  l3I 8OO- l5OO pCi/mgm albumin 

6 .  Radioassay and calibration procedures: (Include validation to be 

performed at BNL prior to use) 
Cal ibra t ion  by supplier 

7. Vehicle and route of administration: Intravenous administration. 

8. Procedures for control of sterility and pyrogenicity: (Or note that 

commercially supplied isotopes are certified as ready for administration 

t o  human beings.) Supplied as s ter i le ,  pyrogen-free suspension, 
c e r t i f i e d  by suppl ier .  

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

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

B. Radiation Dosage 

1. Biological half-life or half-lives, including slow components: 

Whole body -24 hrs Lung T1 = 1X) min 
Liver = min 

2. Organ, cellular, or subcellular localization: (Should account for the 

effects of special drugs or agents on altering the natural distribution 

of the radioisotope) T 
a. Critical or "targetff organ(s): Lung 3 rads/300 PC 

b. Gonadal exposure: Whole body 0.7 rads  . .  

Equiv. t o  whole-body exposure. 

c2fLw&& h e =  3 q w k  . T  
- .  

I 
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3 .  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 he  whole body 

and f o r  " t a r g e t "  o r  o t h e r  s e p a r a t e  organs ,  where i n d i c a t e d )  

Summary e q u a t i o n s  a r e  d e s i r e d ;  no t  e x t e n s i v e  c a l c u l a t i o n s .  Standard 

dosage e q u a t i o n s  from r e f e r e n c e s  such a s  Hine and Browne l l ' s  

R a d i a t i o n  Dosimetrx, N a t i o n a l  Bureau of S tanda rds  Handbook 69 ,  and 

BNL H o s p i t a l  Form 1167-A should be used where p o s s i b l e  and t h e  

r e f e r e n c e  c i t e d .  

Dosage c a l c u l a t i o n s  t a k e n  from t h e  l i t e r a t u r e .  

R e f :  Wagner, H. N. Jr. -- e t  al. N.E. J. Med. - "1: 377, 1964. 

Smith,  E. J. Nucl. Med. - 6: 231, 1965 (Comparison of '%Tc and 
o t h e r  r ad iopha rmaceu t i ca l  s) 

C. R a d i o l o g i c a l  Hea l 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 :  - 

2. Moni tor ing  procedures ,  i f  necessa ry :  - 

a k  

3. S p e c i a l  p rocedures  f o r  hand l ing  waste  p r o d u c t s ,  e x c r e t a ,  b i o l o g i c a l  

samples ,  e t c . ,  where i n d i c a t e d :  - 

4. Plan  f o r  i s o t o p e  a c c o u n t a b i l i t y ,  i f  r equ i r ed :  

R e f :  1. C o l l o i d a l  rad ioa lbumin  a g g r e g a t e s  fo r  organ  scanning .  E x h i b i t  a t  1 0 t h  
Annual Meeting, SOC. Nuclear  Medicine,  Montrea l ,  June 26-29, 1963, 
George V. T a p l i n  -- e t  a l .  

2. 

3. 

4, 

Wagner, €I. N. Jr., -- e t  al., N. Eng. J. Med. - ql: 377, 1964. 

Sab i s ton ,  D. C. and Wagner, €I. N. J r . ,  Ann. Surg. - 160: 575, 1964. 

Haynie,  T. P., e t  al., J. Nucl.  Med. - 6: 613, 1965. 

J u n e  2 5 ,  1963 



FORM FOR INITIATION OR REVIEW OF CLINICAL 

INVESTIGATIVE PROGRAMS Chairman 

9 
V.P. Bond, 81. 

(Submit original only to Department chairman) CIRC j . 2 7  

A. Title of the proposal: Scanning of  l u n g s  

B. Sponsoring physician(s): J.S. Robertson,  L.M. S c h i f f e r  

C. Responsible investigator(s): H.L. Atk ins  

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

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

Pulmonary scanning i s  now a n  accepted  c l i n i c a l  p rocedure  f o r  t h e  

d i a g n o s i s  of  embolism and o t h e r  pulmonary pa thology.  

t h i s  a p p l i c a t i o n  i s  f o r  p e r m i s s i o n  t o  perform such s t u d i e s  i n  F a t i e n t s  

i n  whom c l i n i c a l  symptoms and s i g n s  sugges t  pulmonary pa thology,  

p a r t i c u l a r l y  i n  t h o s e  p a t i e n t s  undergoing e x t r a c o r p o r e a l  i r r a d i a t i o n  

of b lood .  

The p u q o s e  of 

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

A s  a c l i n i c a l  s e r v i c e  on r e s e a r c h  p a t i e n t s .  

F. Type of patient in which the study is t o  be done (including approximate number 

of subjects, if known; special restrictions o r  requirements; method of obtain- 

ing consent; etc.): 

See above. 



G. 1. 

2, , .  

3. 

4 .  

5 .  

6. 

IF 

- -- .- c - 2 -  c Are drugs g in tKe U, S, Pharmacopoeia (USP) or the NNR being used or con- 
templated for use? Yes No x 
Is an unusual use of a drug(s) accepted by the USP or NNR contemplated? (An 

example would be the use of an accepted drug in dosages far exceeding the 

recommended limits or for purposes distinctly different from the usual indi- 
cations cited. ) Yes No x 
Are any biological products to be administered that do not bear on their con- 
tainers or labels notation of approval by the Biological Control Division of 
the National Institutes of Health? Yes No x 
Is external or internal radiation other than accepted diagnostic or thera- 
peutic procedures to be administered? Yes No x 
Are any (other) unusual procedures being performed or proposed which in your 

judgment may entail a special hazard - particularly a hazard above and beyond 
any imposed by - accepted diagnostic and therapeutic measures for that patient? 

- .  
Yes No x 
Yes X No 

r.L 
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 x No 

Describe the radioisotopic preparation(s): 

b. Or are the radioisotopes to be used only in accordance with a project 

previously approved by the former Radioisotope Committee of this 
Department? Yes No - x 
Note the project number: 

1311-labeled macroaggregates of human serum albumin. 

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

IF QUESTION 6 IS ANSWERED AFFIRMATIVELY, a completed supplementary form for 
Radioisotope Administration to Human Beings must be appended, However, this form 

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

Committee on Clinical Investigations and 
Uses of Radioisotopes 

Approval recommended 

Disapproval Date 
Date ($/>:/’ 

V. P. Bond, M. D. I 1 f f o  74 Chairman, Medical Department 
6 / 2 5 / 6 3  

m l k  


