
I n  compliance wi th  r e c e n t  FDA and HEW n o t i c e s  r e q u i r i n g  p e r i o d i c  reviews of  

P l e a s e  i n d i c a t e  a t  t h e  bottom o f  t h e  page i f  t h i s  p roposa l  should be  con- 

is proposa l  w a s  l a s t  reviewed and approved by t h e  Committee on ##E* s' 

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 r o p o s a l ,  number #>- i s  scheduled f o r  review 
soon. 
t i n u i n g  o r  p l aced  on t h e  i n a c t i v e  l i s t .  

19 6? DO you wish t o  make any s u b s t a n t i v e  changes i n  your p roposa l?  

Have you n o t i c e d  any a d v e r s e  e f f e c t s  du r ing  t h e  expe r imen ta l  program which have 
n o t  a l r e a d y  been r e p o r t e d  t o  t h e  Department Chairman's O f f i c e ?  
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 .  

. P l e a s e  i n -  

Approximately how many p a t i e n t s  have been submit ted t o  t h e  expe r imen ta l  regime 
s i n c e  t h e  l a s t  approval?  

The Sponsoring P h y s i c i a n  on t h i s  p roposa l  i s  . Has 
t h e r e  been a change o f  Sponscr ing P h y s i c i a n  o r  Responsible  I n v e s t i g a t o r s ?  

I f  you have ob ta ined  I N D  numbers from t h e  FDA i n  connec t ion  wi th  t h i s  p roposa l  
please l i s t  on a s e p a r a t e  s h e e t  t h e  compounds and corresponding I N D  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  submit ted t o  t h e  FDA, HEW, o r  
o t h e r  Gran t ing  Agency ( i n  connec t ion  with t h i s  p roposa 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  approva l  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  u s e  t o  t h e  Committee i n  
I n c l u d e  a copy of 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  

CIRC PROPOSAI, NUMBER /sfD IS: Cont inuing 

i t s  d i l i b e r a t i o n s .  
s tudy .  

0 
El I n a c t i v e  

L c / P k $  
I Date ' Signed 

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 as  p o s s i b l e .  
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Minu;e s 
Februa ry  2 7 ,  1969  

e 

The  f o l l o w i n g  Comrnittee members were i n  a t t e n d a n c e :  Drs. Ra i ,  
Borg, -Johnson and Dahl,  A c t i n g  Chairman. 

The Committee reviewed and unanimously approved o f :  

C I R C  #40 e n t i t l e d  "Use of  85Sr i n  i o n i c  s t a t e  f o r  bone s c a n n i n g  I' 

C I R C  #41 e n t i t l e d  "Use of  75Se s e l e n o m e t h i o n i n e  f o r  p a n c r e a s e  and 

submi t t ed  by D r .  J .  S.  Robertson.  

p a r a t h y r o i d  s c a n n i n g  and f o r  d e t e r m i n a t i o n  of b i o l o g i c a l  h a l f -  
l i f e  and t i s s u e  d i s t r i b u t i o n "  s u b m i t t e d  by D r .  Robe r t son .  

The Committee r e v i  ed CJRC B15-d e n t i t l e d  " M o d i f i c a t i o n  of  
t i s s u e  d i s t r i b u t i o n  of §Wm T c - s u l f u r  c o l l o i d  by g e l a t i n " .  The Committee 

d e f e r r e d  a p p r o v a l  u n t i l  D r .  A t k i n s  s u b m i t t e d  a n  addendum. The addendum 
d a t e d  F e b r u a r y  28, 1969 was r e c e i v e d  from D r .  A t k i n s  and r e - s u b m i t t e d  
t o  t h e  i n d i v i d u a l  Committee members f o r  t h e i r  a p p r o v a l .  

The Committee a g a i n  reviewed C I R C  8 3 6 .  I t  was d e c i d e d  t h a t  a 
comple t e  copy of  a l l  p e r t i n e n t  m a t e r i a l  c o n c e r n i n g  t h i s  C I R C  be g i v e n  
t o  t h e  CommitLee. S e v e r a l  q u e s t i o n s  have been r e f e r r e d  t o  D r .  S t a n t o n  
Cohn f o r  answers .  
i n g  of t h e  C o m i t t e e .  

-- 

When t h i s  i s  complete  w e  w i l l  s c h e d u l e  a n o t h e r  meet- 



6 -  

BRC <HAVEN NATIONAL L A B O R A l  - .r iY 

TO : C IRC 

F R O M  : 
; J -  I /  /, . 

H .  L .  Atk ins  ,,/%." 
S U B J E C T  : Addendum t o  Ql5d  

The g e l a t i n  used i s  U.S.P. g e l a t i n  i n  powdered form.  I t  

i s  d i s s o l v e d  i n  s t e r i l e ,  pyrogen-f ree  p h y s i o l o g i c a l  s a l i n e  and 

f i l t e r e d  through a 0.3 1-1 M i l l i p o r e  f i l t e r  p r i o r  t o  a d m i n i s t r a t i o n .  



. .  * - .  , 

BROOKHAVEN NATIONAL LABORATORY 

M E M O R A N D U M  

DATE: February 27, 1969 

TO: Dr. E. P. Cronkite 

FROM: Clinical Investigation and Uses of Radio- 

SUBJECT : 
isotopes Comm., L/-Kk @hl, Acting Chairman 

Meeting of February 27, 1969 

The Committee approves of CIRC #40 and 141. 

The Committee deferred approval w 
submits an addendum which will be attached to this CI:RC and resubmitted 

to the Committee members individually. 

A complete copy of all pertinent material concerning CIRC #36 

is to be given to the Committee members. Several questions have been 

referred to Dr. Stanton Cohn for answers. When this is complete we 

will schedule another meeting of the Committee. 

CC: Dr. H. L. Atkins 
Dr. S. Cohn 



/-- C I R C  IF 136 

DATE : 

.% f-c 

E .  P .  C r o n k i t e ,  M'. D .  
Chairman , 

FORM FOR I N I T I A T I O N  OR REVIEW OF CLINICAL 

INVESTIGATIVE PROGRAMS 

(Submit o r i g i n a l  on ly  t o  Department Chairman) 

A. T i t l e  o f  t h e  p r o p o s a l :  

B.  Sponsoring p h y s i c i a n ( s ) :  

C. Respons ib l e  i n v e s t i g a t o r ( s ) :  H. L. A tk ins ,  W .  Hauser 

M o d i f i c a t i o n  of t i s s u e  d i s t r i b u t i o n  of  99mTc-sulfur  c o l l o i c  
by g e l a t i n  . 

H. L. A tk ins ,  J. S .  Rober t son  

D.  B r i e f  d e s c r i p t i o n  of  t h e  s t u d y ,  i n c l u d i n g  i t s  g e n e r a l  g o a l s  and purpose ,  and 
p e r t i n e n t  i n f o r m a t i o n  on p a s t  s t u d i e s :  (At tach  a d d i t i o n a l  s h e e t s  i f  necessa ry . )  

We have performed s t u d i e s  w i t h  99mTc-sulfur  c o l l o i d  i n  mice which i n d i c a t e  
t h a t  by p r e - i n j e c t i o i i  of  g e l a t i n ,  less l i v e r  d e p o s i t i o n  and g r e a t e r  marrow up- 

' t a k e  i s  o b t a i n e d  (see e n c l o s u r e ) .  
i s  an impor t an t  f a c t o r  i n  ra te  of c o l l o i d  d i sappea rance  from t h e  blood s t r eam 
(1 ,2 ,3 ) .  It a p p e a r s  t o  a f f e c t  o n l y  g e l a t i n - s t a b i l i z e d  c o l l o i d s .  A t  c e r t a i n  
dose l e v e l s  (10 mg/kg body we igh t  and above) t h e  d e l a y  i n  d i sappea rance  of  g e l a t i n -  
s t a b i l i z e d  c o l l o i d a l  g o l d  can  be used as a measure of immune r e s p o a s e  c a p a b i l i t i e s  
of  t h e  body ( 4 ) .  

G e l a t i n  h a s  been  p r e v i o u s l y  used i n  a 6% s o l u t i o n  as a plasma expander  (5). 
It i s  waakly a n t i g e n i c  a n d ,  i n  f a c t ,  t h e  a n t i g e n i c i t y  may be a f a c t o r  i n  i t s  use  

(Cont. on  nex t  page)  
Reasons why t h e  i n v e s t i g a t i o n ( s )  a r e  t o  be performed on human s u b j e c t s .  

t hose  undergoing ECIB and t h o r a c i c  d u c t  c a n n u l a t i o n  f o r  leukemia and  r e n a l  
t r a n s p l a n t s .  

P rev ious  s t u d i e s  have i n d i c a t e d  t h a t  g e l a t i n  

E. 

The purpose  i s  t o  use  t h e  t e s t s  c l i n i c a l l y  i n  human b e i n g s ,  p a r t i c u l a r l y  

F . .  Type of p a t i e n t  i n  which t h e  s t u d y  i s  t o  be done ( i n c l u d i n g  approximate  number 
' of s u b j e c t s ,  i f  k n o w ;  s p e c i a l  r e s t r i c t i o n s  o r  r equ i r emen t s ;  method of o b t a i n -  

i n g  consen t ;  e t c . ) :  

We would l i k e  t o  s t u d y  a l l  p a t i e n t s  r e f e r r e d  f o r  bone marrow s c a n s .  
W e  know of no s p e c i a l  r e s t r i c t i o n s .  



D. Br ie f  d e s c r i p t i o n  of t h e  s t u d y  .... (Cont.) 

a s  a c o l l o i d  s t a b i l i z e r  (6 ,7 ) .  
r e a c t i o x  have been  r e c o r d e d .  We have never encountered  a n  a l l e r g i c  re-  
ac t io ; i  w i t h  ou r  g e l a t i n - s t a b i l i z e d  c o l l o i d  of 99mTc d e s p i t e  m u l t i p l e  i n j e c -  
t i o n s  i n  many p a t i e n t s .  

We would l i k e  t o  i n j e c t  10 mgm/kg of a 2.5% s o l u t i o i i  i n  normal s a l i n e  
(about  30 m l )  i n t r a v e n o u s l y  one-ha l f  hour p r i o r  t o  i n j e c t i o n  of o a r  u s u a l  
dosage of  99mTc-sulfur  c o l l o i d  f o r  marrow scanning .  Disappearance  c u r v e s  
f r o 3  the  bled and l iver  accumula t ion  cu rves  w i l l  be o 5 t a i n e d  by e x t e r n a l  
coun t ing .  R a t i o s  of a c t i v i t y  i n  l i v e r ,  s p l e e n  and over  t h e  sacrum w i l l  be 
determined a t  1 hour .  
t h e  same p a t i e n t s  w i t h o u t  g e l a t i n .  

a f t e r  t r e a t m e n t  w i t h  E C I B  t o  de te rmine  e f f e c t  on immune r e sponse .  

Although a n t i b o d i e s  have been d e t e c t e d ,  no 

The r e s u l t s  w i l l  be compared w i t h  s t u d i e s  done i n  

Should r e s u l t s  w a r r a n t ,  we would t h e n  s t u d y  p a t i e n t s  b e f o r e ,  d u r i n g  and  

Ref e r e  nces  - 
1. Kampschmidt, R.  F. , e t  a l .  F a c t o r s  i n  t h e  suspending  media wliich a l t e r  

t h e  carbon c l e a r a n c e  ra te .  J. Re t i cu loend .  Soc. 2: 214-222, 1966. 

2. F i l k i n s ,  J. P. and D i  Luz io ,  N. R.  Mechanism of  g e l a t i n  i n h i b i t i o n  of 
r e t i c u l o e n d o t h e l i a l  f u n c t i o n .  Proc.  SOC. E x p t l .  Bio l .  Med. 122: 177-180, 
1966. 

3.  Benace r ra f ,  B. e t  a l .  Phys io logy  o f  phagozy tos i s  of  p a r t i c l e s  by t h e  
R.E.S. i n  p5ys iopa tho logy  o f  t h e  R.E.S .  A symposium. Blackwzl l  S c i e n t i f i c  
Pub l . ,  1957, pp 52-79. 

4 .  Wagner, H. N . ,  J r . ,  and I i o ,  M. S t u d i e s  o f  t h e  r e t i c u l o e n d o t h e l i a l  
sys tem (R.E.S.) 111. Blockade of t h e  R.E.S .  i n  man. J. C l i n .  I n v e s t .  43: 
1525-1532 , 1964. 

5 .  Merck Index ,  7 t h  ed . ,  page 474. 

6.  Maurer,  P. H. I. A n t i g e n i c i t y  of  o x y p o l y g e l a t i n  and g e l a t i n  i n  man. 
J. E x p t l .  Med. _I 100: 497-513, 1954. 

7.  Murray, I .  M. Tne mechanism o f  b lockade  of t h e  r e t i c u l o e n d o t h e l i a l  sys tem.  
J. Exp t l .  Med. - 117: 139-147, 1963. 



G .  1. Are drugs  not i n  t h e  U. S .  Pharmacopoeia (USP) or  t h e  NNR b e i n g  used o r  con- 

Yes x No templated f o r  u se?  - 
2 .  I s  a n  u n u s u a l  u s e  o f  a d r u g ( s )  accep ted  by t h e  USP o’r NNR con templa t ed?  

example would be  t h e  u s e  o f  a n  accep ted  drug i n  dosages f a r  exceeding t h e  

recommended l i m i t s  o r  f o r  pu rposes  d i s t i n c t l y  d i f f e r e n t  from t h e  u s u a l  i n d i -  
c a t i o n s  c i t e d . )  Yes N o  X 

Are any b i o l o g i c a l  p r o d u c t s  t o  be  a d m i n i s t e r e d  t h a t  do - n o t  b e a r  on t h e i r  con- 

t a i n e r s  o r  l a b e l s  n o t a t i o n  of approva l  by  t h e  B i o l o g i c a l  C o n t r o l  D i v i s i o n  o f  
t h e  N a t i o n a l  I n s t i t u t e s  of  H e a l t h ?  Yes No X 

(An 

3 .  

4 .  Is 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  o t h e r  t han  accep ted  d i a g n o s t i c  o r  t h e r a -  
p e u t i c  p rocedures  t o  b e  admin i s t e red?  Yes N o  X 

Are any ( o t h e r )  u n u s u a l  procedure$ b e i n g  performed o r  proposed which i n  your  

judgment may e n t a i l  a s p e c i a l  hazard - p a r t i c u l a r l y  a h a z a r d  above and beyond 

any imposed by a c c e p t e d  d i a g n o s t i c  and t h e r a p e u t i c  measures f o r  t h a t  p a t i e n t ?  

5 .  

Yes No X 

Yes x No 6.  Are any r a d i o i s o t o p e s  t o  be  a d m i n i s t e r e d  t o  humaxi be ings?  

a .  I f  y e s ,  a r e  t h e  r a d i o i s o t o p e s  t o  be used  s o l e l y  within t h e  l i m i t s  o f  p ro -  
’ c e d u r e s ,  s p e c i f i c a l l y  d e s c r i b e d  i n  t h e  USP? , ’  Yes No x 

D e s c r i b e  t h e  r a d i o i s o t o p i c  p r e p a r a t i o n ( s )  : 99?c-’kulfur c o l l o i d  

b.  O r  a re  t h e  r a d i o i s o t o p e s  t o  be used o n l y  i n  acco r#ance  w i t h  a p r o j e c t  

p r e v i o u s l y  approved by t h e  former R a d i o i s o t o p e  Committee of t h i s  
. Department? Yes X N o  

Note t h e  p r o j e c t  number: 15 

IF ANY OF QUESTIONS 1 THROUGH 5 ARE ANSWERED AFFIRMATIVELY, a d e t a i l e d  a n a l y s i s  

of  t h e  p o t e n t i a l  h a z a r d s  must be  appended, i n c l u d i n g  p e r t i n e n t  b i b l i o g r a p h i c  c i t a -  

t i o n s  and o t h e r  r e l e v a n t  i n f o r m a t i o n .  

I F  QUESTION 6 I S  ANSWERED AFFIRMATIVELY, a completed supplementary form f o r  

Rad io i so tope  A d m i n i s t r a t i o n  t o  human b e i n g s  must b e  appended. However, t h i s  form 

need n o t  be f i l e d  p r o v i d e d  t h a t  q u e s t i o n  6a o r  6b i s  a l s o  answered a f f i r m a t i v e l y .  

s e p a r a t e  form must be  s u b m i t t e d  f o r  each r a d i o i s o t o p i c  s p e c i e s  t o  be  a d m i n i s t e r e d .  

. A  

gjkJ2aL~ Eponsoring P h y s i c i a n  
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