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BROOKHAVEN NATIONAL LABORATORY 

M E M O R A N D U M  

DATE: o c t .  14,  1965 

TO : D r .  H. Atkins 

FROM: Comm. on C l i n i c a l  I n v e s t i g a t i o n s  

SUBJECT: CIRC 4124 

9 9m The Committee approves i n  p r i n c i p l e  your proposa l  "Evalua t ion  of Tc 

Fe-Ascorbic Acid Complex f o r  Renal Scanning. 

would be g r e a t l y  s t r en thened  i f  t h e  fo l lowing  p o i n t s  were made c l e a r :  1) The 

Committee d i d  not  understand what t h e  symbol "rads/m C i "  means. 2) We would ap- 

p r e c i a t e  r e c e i v i n g  a guess a s  t o  what degree  of d iminut ion  of t h e  r a d i a t i o n  dose 

you would excep t  by f r equen t  u r i n a t i o n .  

such p a t i e n t s ?  

However, we f e e l  t h a t  t h e  proposal 

Is it n o t  p o s s i b l e  t o  f o r c e  f l u i d s  on 

3) We have been concerned w i t h  t h e  problem of pyrogens s i n c e  t h e  

in t r avenous  r o u t e  would be used. 

Committee w i l l  f e e l  much reassured  i f  some of your p r e p a r a t i o n s  were so t e s t e d ,  

Pyrogen t e s t i n g  can be done commercially and t h e  

These r e s e r v a t i o n s  can obviously be m e t  and do no t  s u b t r a c t  from t h e  q u a l i t y  

of your p roposa l .  

George C .  Co tz i a s ,  M.D. 
Chairman 

1) rads/mCi = r a d s  p e r  m i l l i c u r i e .  

2) The average amount i n  t h e  b ladder  i s  about  10%. 
exc re t ed  i n  24 hours .  
of t h a t  es t imated  i n  t h e  a p p l i c a t i o n .  

Approximately 60% i s  
The r a d i a t i c n  dose t o  t h e  b ladder  i s  Frobably 1/10 

3) Pyrogen t e s t i n g  h a s  been done. See enc losed  r e p o r t s .  

BOX No r Upton, L. I. ,  Ncw York 
FOLDER ''4 



The Coiniaittee 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 

hereby approves t h z  program w i t h  t h e  fo l lowing  t i t l e :  

EVALUATION OF Tcggm-Fe-ASCOFU31C A C I D  COMPLEX FOR RENAL SCANNING 

C I R C  $ 24 has been ass igned  t o  t h i s  program. 

Date: v 
Place: Xedical  Research Center  

Brookhaven Nat iona l  Laboratory 
Upton, S e w  York 

q&Q& I c _  totS;a1 
George C . k o t z i a s ,  N.D. ,  Chairman 

& k'L&&- 
L e w i s  X. S c n i f f e r ,  F1.D. 

'L-y?&L&bL/ 

Knud D .  Knudsen, M.D. 

/ 

Walton W. Shreeve, Y . D . ,  Ph.D. ( ex  o f f i c i o )  



Hospital of the Medical Research Center 
Brookhaven National Laboratory 

Upton, New York 11973 
Area Code 516 YAphank 4-6262 

, -  
, I  

- 
CONSENT FOR PROCEDURE, STUDY, OR Unit No : 
DRUG UNDER CLINICAL INVESTIGATION Pavilion : 

Date: 
CIRC 24 

OP 

' I understand that the physicians at the 
Hospital of the Medical Research Center, Brookhaven National Laboratory, are en- 
gaged in research and study of the nature of diseases and of new methods of diag- 
nosis and treatment. I have been informed of the anticipated duration of hospital- 
ization and the nature of the procedure, study, or drug under clinical investigation 
known as: 99mTc - iron ascorbate for kidney scanning. 

.I understand that the nature of this pro- 
cedure, study, or drug is experimental, and that at the present time no assurance 
can be given that my participation will be directly beneficial to me. 
informed that the timing and sequence of these studies may not be revealed to me. 
I understand that in the opinions of the investigators responsible for this project, 
and of the review bard(Clinica1 Investigations Committee), I should be informed of 
the following possible hazards and inconveniences before agreeing to this clinical 
investigation: The compound cannot be tested for sterility or pyrogens before 

I have been 

use. 

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

I voluntarily consent to participate in the 
above studies with an understanding of the known possible effects or hazards that 
might occur in the course thereof, and with the further understanding that not all , 

effects of such procedure, study, or drug are known. 

PATIENT'S NAME: 

SIGNED BY: 
(Patient or Legal Guardian) 

WITNESS: 

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

M. D. DATE : 
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BROOKHAVEN NATIONAL LAEORATORY 

M E M O F i A N D U M  

DATE: J u l y  3 ,  1973  

TO : X,i. Atkins 

FROM : 
E,P, Cronki t e  /< /: it,. .(J L-- 

SUBJECT: Use of Technetium-99m Iron Hydroxide  

Approval of further use of 99mTc-iron h y d r o x i d e  will r e q u i r e  a 
r o u t i n e  C I R C  a p p l i c a t i o n  which shou ld  be accompanied wi th  a s ta tement  
from D i a g n o s t i c  I s o t o p e s  Incorpora ted  t h a t  I N D  5946 i s  c u r r e n t l y  a c t i v e ,  
and whether  o r  n o t  t h e r e  have  been any unusual  r e a c t i o n s  noted  t o  d a t e ,  

EPC/ ck 
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BROOKHAVEN NATIONAL LABORATORY 

M E M O R A N D U M  

DATE:  18 June 1973 

TO : C I  RC COMMI TTEE 

Harold L. Atk ins ,  M.D. ih@ FROM:  

SUBJECT : I N D  Form 1573 
-. . .-- 

Enclosed i s  I N D  Form 1573 which I r e c e n t l y  f i l l e d  out f o r  t he  
i n v e s t i g a t o r ,  Diagnos t ic  I s o t o p e s  Incorpora ted .  
on my r e q u e s t  t o  use  t h i s  m a t e r i a l ,  Technetium-99m I r o n  Hydroxide, some 
time back, b u t  d id  n o t  r e q u i r e  the  f i l i n g  of any forms f o r  t h i s  
procedure.  
f i s c a l  year .  
p a t i e n t s ,  bu t  would l i k e  t o  r e s e r v e  the  approval  t o  use  the  agent  
should t h e  need a r i s e .  

The Committee ac t ed  

We have used the  m a t e r i a l  on 10 p a t i e n t s  w i t h i n  t h e  l a s t  
We d o  no t  contemplate  a t  t h i s  t ime doing  any f u r t h e r  

c f h  
En c 1 osur  e 
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Tecline tium- 99rn I r o n  Hvdroxide 

D iapos t i c  Isotopes, Inc. 
1 2 3  Pleasant Avenue 
Upper Saddle River, NJ 07458 

Dear Sir:  ( IND NO.. 894b) 
The u r i d c r s i p r n c d , m L D  1 AT1 k.. n 

I. u. 
s u b m i t s  rhis statement 1s required by s c c : i o n  5 0 5 3 t - 1 ,  Federa l  Food, Drup, a n d  Cosrne:ic Act and 5 :  i 0 . j  of T-ilile 2 1  of : h e  
Code of Federal XrRuiaCions ;IS ;1 c o n d i t i o n  for :cceirinp a n d  conducring clinical i n v e s c i p a r i o n s  wi th  a n e w  drug l imired  by 
Federal (or U n i t e d  S t ~ c e s )  In- to i n v e s r i s a r i o n a l  use. 

1. TliE FOI.LOWING IS A STATEMENT OF MY EDLC'ITION A N D  EXPERIENCE: 

a. Co!leRrs, y i v e r a i t i e s .  and medical  ar oiher professional schools attended, with drlom ot r t tondmnco.  decm*m. mnd d a b s  d r g r r r .  -c. 

aorirdcd. ' 

.:. . .  . . . . .  . . : : . . . .  

b. Postgadcare medical or other proicssiooal trainin$: Daies. name% of inst i tut ions,  and naturcoi tratnin.4. 

.. 
. >  

- .  
. . . .  . . . .  . . .  

. .  . .  . .  . .  
, .. , . ~. . 

. .  

- -. .. - .  . . . . .  ..... . . . . .  -. . . . . . . . . .  ~. ~. . . I  

. .  - 

. .  . -  . . .  . . . .  . .  

.............. 
... :... .- . . _ .  ._ . . 

. . .  

C. Teachias or research experience:  D a t c s .  insrirurions.  brief description ot experience. 

- ?  

d. Experience in medical practice 0 1  other prolessional  expccicncc:  Dares. ins11rurion8l atlilracrons. o a t w e  of pntricc. or oi.1- prorersiosai 
exprricnco.  

- . e. RepresentaIrve l i s t  of percincnt medrcrl ot dcher scicnritic publicarions: Tiller of nrt l c i e s .nmmr~ of publlcations and volume. p 8 ~ c  
number. and dace. 

~ 

2. IF A N Y  HOSPITAL. L'iSflTL'iIONAL. A N D  CLISICAL LABOR.+TORY FAC:LIY(ES. E T C .  A R E  A V A I L A B L E  AND TILL B E  E!4?LOYED IH 
CONNECTION WITH 711E INVESTIGATION. A N  !DENTIFlCAt lONOF EACH FOLLOVS: 

I . .  

. 



- .-' . . .......... :;;\ - ,  . . . . . . . .  , - . i. , . . .  f 
3. THE ~ N V ~ S ~ G A ~ I O N A L  DRUG 31LL 3~ USED BY THE UNOEKSIGSEDOX U N D E Z  HIS sGPEavisioS I N  A C C O ~ D A N C Z  atr i  TXE PL.&..Y ' OF C ( V E ~ ; ~ ~ O N  DESCRIBED a ~ 0 ~ ~ 0 7 s :  (Outl ine b e  plan of i n v e i r i p t i o n .  i n c l d i n g  a p p r o i d t i o n  of t h e  nu'wr ol aub jec r s  to be 

r i t h  drnd .3d rh. rmpiqcd sa c o a t n l a ,  if aay ;c l i s i ca l  to tm i n rc9 r i j a r cd ;  characrer i3r ic  I of 3ubjK.s  try age. sex. 

snd-coad i t ion ;  &. kind of clini-1 o b n e r r r t i e o s  s a d  laborntory tesrf to k u n d r r r r k e  prior to, d u i o n .  and af ter  dmirxisrmtion of :he &US; 
t h e  csunattd d-tiaa of 
obsc r rn r ions  a n d  tcsrs. nsdts obtained.  T h i s  plan n a y  include tcasonabie alternate3 and vxriarion3. and should be s u p p l m e n t c d w  lmeudcd 
when any  3isnif iconr  change in diirrzrion or atop of the i n v e 3 t i p t i o n  i sunde r ra i cn . )  

i a . r e sc ip t ioo ;  and n descr ipt ion or c o p i e s  of r e p o r t  f o m s  t o  h u s e d  co si r inrain an a d t q r u r c  record ot h e  

Do,se:  2 -4  mCi/70 kg p a t i e n t . -  A d m i n i s t r a t i o n  i .  v .  . .  

P u r p o s e :  ( 1) D e t e c t i o n  of p u l m o n a r y  e m b o l i s m .  ( 2 )  D i f f P r e n t i a l  d i a g n o s i s  of p u l m o n a r y  . 

e m b o l i s m  a n d  m y o c a r d i a l  i n fa rc t ion ,  (3)  Evaluation of t h e r a p y  in  p u l m o n a r y '  ' 
, e m b o l i s m ,  (4) E v a l u a t i o n  of r e g i o n a l  p u l x o n a r y  a r t e r i a l  blood f low.  

I 

N u m b e r  of P a t i e n t s  Sixdied: 

A s e  X a n q e :  O v e r  18 y e a r s  unless  u n u s u a l  c i r c u m s t z n c e s  e x i s t  (as  d e t e r m i n e d  b y p h y s i c i a n :  

F i f t : r  (no pregnk i t t  o r  l a c t a t i n g  wornen) 
I -  

D u r a t i o n  o f ' I n v e s t i z a t i o n :  Six m o n t h s .  . .  

. . . . . .  

. . . . . . .  

. . .  - 
- .  4. ..RE UHDERSICNED UNDERSTANDS THATME FOLLO7lNGCONDITIONS. GENERALLY APPLICABLE. TD NESI DRUGS FOit . ~ . , 

.L <:. ::. _::. i._ , ___._^ ..-Z .;.:,<.. MVESTIGATIONAL' USE. GOVEXN HIS RECEIPT AND USE OF TI-E3 INVESTICAROHAL DRUG: . . .  . . . . . . .  .. . .  . . . . . . . . .  
~ ......... '..'.Y..:... :. . -  

. . . .  :. .,. z .--. . . . . . . . . _ . .  . - .  . .  
a. .The spansoor i s  required ro supp ly  the i q r e s t i p t o r  r i r h  full in- 
-c : fornation conce rn inn  the precl inical  i nves t iga t ions  tha t  justify 

c l in i ca l  uiala, ~oscthzr 4 t h  ful ly  informarire  mater ia l  descr ib-  
ins a n y  prior invzs t i ca t ions  3rd crpcriencc a n d  any  poss ib l e  
hazards, c o n m i n d i c z r i a n s ,  side-tffecca,  a n d  p recau t ions  to 

; br mked-into a c c o u a t  in the course of the investigntion. 
. .  

b. The i nves r i8n to r  i t  required 10 maiotain rdcgurtc records of 
&e d i s p s i c i o n  of a l l  r cce ip r s  ol the dms .  includinn &rea, 
quantities. a n d  use bf sub jec t s .  and if the i n v t s r i g t i o n  i s  
f e r a i n a r c d  ro ret&- to the 3pensor any unused supply of rbe 

. .  .. . :..-.... . . . . . .  -:..I ..__ . . . .  -. ..... .._ . . . . . . . . . . .  I h s .  
...__... . __.__.. ! . . .  . . . . _ . . .  . . . . . . . . . . . .  . .  ... 

e.. Tbe i n r e s r i m r c r  ia r q u i d ' t o  p repa re  and mnintain a d q u t e  
and a c c u a r c  mas h ia t c r i c s  dcsiancd co record al l  o b i e r n -  
rions a d  other dnrs m i n c n t  to the i n v c o t i G c i a  c a  e n d  
individual ncarrd Pith t h t  h g  os cnp loyed  os conno l  in 
the i n v e s t i s r i m . .  . 

d. The i n v e s t i e r c l  i a  required fo lcqish h i s  repon3 ro the span- 
s o r  of the c h g  who i n  r=.sponsiblc for co l l r+ :~np  and e r a l u x i n 8  
the re r ru l t s  ob ta ined  ky var ious  i n r e s r i p r o r s .  7 b a  sponsor l a  

required ro present magreis reports to the  Food and  Drug Ad- 
minirrrat ioa sr appmFrinrc  inrervalJ not e:ceed108 1 ymr .  Any 
ndver3e effccr t i n t  m y  reasonably b r  r rga tdcd  a n  c a u n t d  ty. 
or p t o b b l y  caused by, the new dru8 sha l l  k reported ro tho 
sponsor ponptly.  a d  if rhc a d v e r s e  effect  i s  a l a rn ind .  i t  
ahall be r c p x t t d  i rmcd in te ly .  An a d e q w t c  repen of rhe in- 
vesc ip i ion  shou ld  be furnished to the sponsor short ly  aftct 
complet ion of rhc inrcst icacmn.  

' 

e. .The invcst icror  :bll r u i n r a i n  the  t m i d s  of d i spos i t i on  of 
the k . 3  a d  tho c n a c  his tor ica  desc r ibed  above fo r  a p e r i o d  

- . .  
of 2 y e a r s  followin8 the d a t e  a n c r d r u a  applicarion i s  ap-: 
prored for the 2ruu; or if t h e  app l i ca t ion  is not approved, 

rhc request of n sc i cn t i f i c l l l y  w i n e d  and  properly author- 
.ked rmployec of t he  D c p n m e n t .  ar r-sonablr time,. the 

inrcst iEaror  will make such records ava i l ab le  for i n s p t c -  

V U I ~ C ~  unl i .as  die records of part icular  individuals  require 

reaaoa to b e l i e v e  rhar h e  records d o  not rcpreieur actual -. 
CISCS s tudied,  or d o  not represent act-1 r t ? u l t s  o b r r i n d -  

. . .  
- .. 

, . 
' until  2 yez r s  .fret the i n v e s t i p t i o n  i s  discont inued,  Upeon .-. ' ._. ' .. 

. -'.;."'-::-. . 

. 

. . . . .  
tion a n d  copyins.  +he subjecrs '  n a m e s  need not be d i -  ... .~ 

a aore d e o i l e d  s tudy  of the c a s e s .  or unless there  i s  . . . .  
. .  - . . . .  - .. I .- ,. _ _  _ ,  . < '  . . .  _ . . . .  . . . .  . _.__- --.... -. 

. f, .The i n v r s t i ~ a t o r  cc.nifir3 that  t h e  druapaill De a h i n i s -  ..''-:;-.'* . 
cered only to sub jec r s  under h i s  per-onal supervis ion 01 -1:. 

=der &e s u m r v i i i o o  of h e  fol lowing i n r r i r i v t o r s  re- - . . . . . .  . . .  
:. ..... 

_ .  
. .  . . . .  s p n s i b l c  to h i a ,  

. .  

. -  . .  
. -  :.. . -  

a d  that the  drug w i l l  not be suppl ied to any other  invest i -  . _' . 
I:.. . tator ot to any c l in i c  !m, s t n i n i r t n t i o n  to subjcc:s. . . .  ' .  . 

I .  The invest igalac certifies t ha t  h e  w i l l  infom any  sub iec r r .  
i o c l d i n s  3 u b i c c s  used a i  controls. or their  myescnrr- 
r ives .  t h a t  druas are h i n t  u d  for i n v e s t r ~ r r i o n a l  pur- 
msss. and w i l l  ootain ;he consent  of rbc subtecrs. or rhcir 
t e p e s e n t a r i v e s .  except  w h e r t  t h i s  i s  nor f eas ib l e  or. in 

k s t  interests  ol t h e  subjects. 
tho i n v c s t i s n t a ' s  pofessionsl jud ivnenr ,  is concraw IO Ihr , ' . .  - .  - '  . . . . .  - .. . . . .  ... ;. .. ,.7''. . . . . . . . . . .  . 

-.-... . 
' ?!: :..: . .  

- .  

. .  

. _.  . 
. . . . .  

- ... . .  . . . .  . .  . . .  . . . . .  . .' . . -  
. . . . . .  ,. . . . . . . .  

.t . . -  . 

. .  Vexy m l 7  yours,  
, :  I) . .. .. .. - .. ,- . . .  . .  

. . . .  i ...... ..>. . . .  .. . . .  . . . . .  - .-.- .....--k-..L.. 

< .  

. . .  . . .  . .  . .  

- .  

. . . .  . . . . . . . . . . . . . . . . .  
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BROOKHAVEN NATIONAL LABORATORY 

M E M O R A N D U M  

DATE: 5 / 5 / 7 2  

TO : C I R C  Committee 

FROM : H. L. Atk ins ,  M. D. 

SUBJECT : C I R C  Proposa l  # 24 

P l e a s e  be advised  t h a t  as  of  5 /5 /72  C I R C  #24 e n t i t l e d  "Evalua t ion  

of Tcggm-Fe-Ascorbic Acid Complex f o r  Renal Scanning" by H .  L .  A tk ins ,  

IND05375, P a t i e n t  Consent Form $/ 41 h a s  been d e c l a r e d  i n a c t i v e .  

HLA/ ck 
c c :  D r .  L .  S c h i f f e r  

D r .  Robertson 
D r .  Dah1 
D r .  Cronki te  
A .  Harr i son  
C. Kerr 
W.  F inn 

1 5 8 0 0 2 0  



HOSPITAL OF THE /.fEDICAL RESEARCH CENTER, NNAE 

BRO 0 KH AVE N N AT IO N A L L A B 0  R ATC R Y 
Upton, N e w  York 11973 

CONSENT FO? PROCEDURE, STUDY, GR 
DRUG UNDEF! CLINICAI. INVESTIGATION ?AVlLION OP 

UNIT NO. - G l -  

I understand that the physicians at the Hospital o f  the Medical Research Center, Brookhaven National Laboratory art. engoDed in 
research and study of the nature of cliseases ocd of new methods of diogncsis ond treatment. ! hove been informed cf the anticipcred 
diJrotion of hospitalization and thz nature of the Procedure, study, or drug under clinical investicJation known os: 

99mTc-ircn a s c o r b a t e  f o r  k idney  scanning 

I understand that the nature of this prccedure, study, or drug i s  experimental, and that at :he present time no cxscrance can bc 
given thoi my pai.ticipotion will be directly beneficial to me. I have been informed rhoi the timiiig and j r i jdEn<e  ~f   he^ >i:dic; c:::; 

not be rsvecled to me. I understand that in the opinion of the investigators responsible for this project and of the Review Soard (Ciini- 
to1 Invec!iga!ions Committee], I should be inforrned OF the following possible hazards and inconveniences bcfcre agreeing to this ciinicoi 
investigat ion: 

T h e  ccmpotind cannot be t e s t e d  f o r  s t e r i l i t y  o r  pyrogens b e f o r e  use .  

7" 

I have been informed of the cbove. I hc\:e olss been informed of the customary procodurcs. These may or may not be used. I have 
been offered the oppoittir1ity for further discussiz:] of :hi\ nro.:edyre, ctl.;c!y, cr c!r!;a v,i!h 15: s ! ' : ~ d i z ~  J -I-..-'-:- r '  ?23'&.dE.  

I voluntari'y consent to parlicipcte in the above studies with an understonding of !he known possible ef fects 3r hozcrds that 
might occvr in the course thereof, and with t he  further understanding that not all effects of such procedure, sfudv, or drug are known. 

SIGNED CY: 

(Pntient or Legal Guardian) 

WITNESS: 

I, the undersigned, herewith o%rm tho! I hake explained /he obovc to Mr. ( M r s . )  ( M i s s )  - 
and I am willing to answer further inquiries. 

http://23'&.dE


HOSPITAL OF THE MEDICAL RESEARCH CENTER, 
BROOKHAVEN NATIONAL LABORATORY 

Upton, N e w  York 11973 

CONSENT FOR PROCEDURE, STUDY, OR 

NAME 

UNIT NO. -41- 

DRUG UNDER CLINICAL INVESTIGATION (''/ ,': c ; 3c /  PAVILION OP 

I understand that the physicians at the Hospital o f  the Medical Research Center, Brookhaven National Laboratory are engaged in 
research and study of the nature o f  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, o r  drug under clinical investigation known as: 

Tc- i ron  a sco rba te  f o r  k idney  scanning 99m 

I understand that the nature of this procedure, study, or drug is experimental, and that a t  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 inconveniences before agreeing to this clinical 
investigation: 

T h e  compound cannot be t e s t e d  f o r  s t e r i l i t y  o r  pyrogens be fo re  u s e .  

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

I voluntarily consent to participate in the above studies with on 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 a f i rm  that I have explained the above to Mr. (Mrs.) (Miss) 
and I a m  willing to answer further inquiries. 

MD. DATE 

Form 1913 



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.A. Popenoe, G.A. P r i c e ,  
N.P.  Rathvon, Jr. 

' 

Center. 
The meet ing was he ld  i n  t h e  Small  Conference Room o f  t h e  Medical Research 

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

The fo l lowing  p roposa l s ,  p re sen ted  f o r  annual  r e c e r t i f i c a t i o n ,  were 
approved: 

n 
C I R C .  #24 #26 , and combined #27-27A. I 

A d i s c u s s i o n  followed concern ing  t h e  j u r i s d i c t i o n  o f  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  #73. 

M r .  Rathvon r e p o r t e d  t h a t  h e  a t t ended  a meet ing wi th  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 concern ing  human be ings  was proposed t h e  D i r e c t o r  
o f  t h e  Labora tory  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  CIRC Committee should not  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  appoin t  
an ad hoc  committee,  t h e  a p p o i n t e e s  be ing  chosen w i t h  a view t o  t h e  p a r t i c u -  
l a r  problems involved ,  The f l e x i b i l i t y  o f  t h i s  kind of  committee y i e l d s  
advantages  n o t  a v a i l a b l e  i n  t h e  u s e  o f  a s t and ing  committee such as CIRC. 

The meeting was adjourned  a t  1445. 

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

Helen R. ConneZl 

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

I580023 



t lOSPITAL Ci .i MEDICAL RESE/\?CH CENTER, 
B R 0 0 W A V E  N N AT1 0 N A L L k G 0 R.4TORY 

Upfon, N e w  York i I973 

To Cha i r n a n  , C I R C ,  

forwarclcd h e r e w i t h  f c r  r ev iew and recomcendat 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  

-- - 
Date E.1'. C r o n k i t c ,  N.D., P r e s i d e n t  o f  S t a f f  

To P r e s i d e n t  o f  S t a f f ,  
The C l i n i c a l  I n v e s t i g a t i o n  and  Uses o f  Rad ioso topes  Committee reviewed t h e  above 

0 - w i f - h  f-lia 5;' * ?y-iqL' L .. ̂ . i d e n t i f i e d  p r o p o s a l  on -+ and recornmends to~ ,&  ;\ . -  
\ ,' 

mod i f i ca t i o n  s : 

- f i I : L  
S . H .  Cohn E .  A .  Popenoe, A 1  t h r n a t  e R.  A. Love 

->. J .F .  Kloppcr N.P.  Kathvcn, J r .  

- 
S. E .  Duby, A l t e r n a t e  A . P .  Woif, A l t e r n a t e  

1 t 8 0 0 2 4  E .  P .  Cronkite ,?l .  D. , P r e s i d e n t  ~f S t a f f  Dace 



BROOKHAVEN NATIONAL LABORATORY 

M E M O R A N D U M  

DATE: 11 /2 /71  

TO : CIRC Committee (Cotzias Cornm.) 

F R O M  : R. B. Aronson , P h .  D.* 

SUBJECT: Agenda for CIRC Meeting to be held 
8 November 1971 a t  2:OO PM 

Since the Committee was unable to obtain a quorum for the October 18th 
meeting it was cancelizd. CIRC proposals 24, 26 and combined 27-27A will 
be presented for annual recertification. 

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

A l l  necessary papers required for the above have been previously 
distributed , 



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

M E M O R A N D U M  

DATE: 10/14/71 

TO : CIRC Committee (Cotzias Corn.) 

. FROM: R. B. Aronson, 

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

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

CIRC 26 Is to be reviewed again due to conflict of interest 

annual recertification. 

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

. '. 

. 



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

M E M O R A N D U M  

I n  compliance wi th  r e c e n t  FDA and HEW n o t i c e s  p e r i o d i c  r ev iews  of  
c l i n i c a l  r e s e a r c h  p r o j e c t s ,  your C I R C  p r o p o s a l ,  
soon. P l e a s e  i n d i c a t e  a t  t h e  bottom of  t h e  page 

scheduled f o r  review 
should b e  con- 

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

19&. 
T h i s  p r o p o s a l  was l a s t  reviewed and approved by t h e  Committee on d)L+ 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  d u r i n g  t h e  expe r imen ta l  rogram which have 
, P l e a s e  i n -  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 Cha i rman ' s  O f f i c e ?  .A, /p 0 

c l u d e  t h e  n a t u r e  and f r equency  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 t ed  t o  t h e  expe r imen ta l  regime 

The Sponsoring P h y s i c i a n  on t h i s  p roposa l  i s  4 3 & h / f / s Z f '  

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

. Has + t h e r e  been a change o f  Sponscr ing P h y s i c i a n  o r  Respons ib l e  I n v e s t i g a t o r s ?  
. - .  < J J / ~ - ~ -  h 2  iokGt,,,- c i , / , / , r : ~ L  
I f  you have o b t a i n e d  I N D  numbers from t h e  FDA i n  connect ion w i t h  t h i s  p roposa l  

p l e a s e  l i s t  on a s e p a r a t e  s h e e t  t h e  compounds and co r re spond ing  I N D  numbers, and 37' 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  o f . a n y  r e p o r t s  submit ted t o  t h e  FDA, HEW, o r  
o t h e r  G r a n t i n g  Agency ( i n  connec t ion  w i t h  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  approva l  d a t e .  

Please 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 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 t u d y .  - - __-- - . . - -- _-. 

IS: Cont inuing 0 
0 I n a c t i v e  

?Lc C I R C  PROPOSAL NUMBER 

Signed 7/Lh 
/ da te  fjfj@y$ 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 .  



Hospital of the Medical Research Center 
Brookhaven National Laboratory 

Upton, New York 11973 
Area Code 516 YAphank 4-6262  

CONSENT FOR PROCEDURE, STUDY, OR Unit No : 
DRUG UNDER CLINICAL INVESTIGATION Pavilion : 

Date: 
CIRC 24 

OP 

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

.I understand that the nature of this pro- 
cedure, study, or drug is experimental, and that at the present time no assurance 
can be given that my participation will be directly beneficial to me. 
informed that the timing and sequence of these studies may not be revealed to me. 
I understand that in the opinions of the investigators responsible for this project, 
and of the review board(Clinica1 Investigations Committee), I should be informed of 
the following possible hazards and inconveniences before agreeing to this clinical 
investigation: The compound cannot be tested for sterility or pyrogens before 

I have been 

use. 

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

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

PATIENT'S NAME: 

SIGNED BY: 
(Patient or Legal Guardian) 

WITNESS : 

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

M. 0 .  DATE : 



-.- 

I 
L .  . 

The Comaittee 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  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 :  I 

EVALUATION OF Tcggm-Fe-ASCON3IC ACID COMPLEX FOR RENAL SCANNING 

C I R C  v 24 has  been a s s i g n e d  t o  t h i s  program. 

Q@+ I c, bbj;al 
George C , % o t z i a s ,  N.D. ,  Chairman 

OCT 6 7966 
Date : 

? l a c e :  Xedical  Research Center  
Brookhaven N a t i o n a l  Labora tory  
Upton, New York 
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BROOKHAVEN NATIONAL LABORATORY 

M E M O R A N D U M ,  

DATE: o c t .  14, 1965 

TO : D r .  H. Atkins 

FROM: Corn. on C l i n i c a l  Inves t iga t ions  

SUBJECT: CIRC #24 

9 9m The Committee approves i n  p r i n c i p l e  your proposal  "Evaluation of Tc 

Fe-Ascorbic Acid Complex f o r  Renal Scanning. 

would be g r e a t l y  s t ren thened  i f  t h e  fo l lowing  p o i n t s  were made c l e a r :  1) The 

Committee d id  not  understand what t h e  symbol "rads/m Ci" means. 2) We would ap- 

p r e c i a t e  r ece iv ing  a guess a s  t o  what degree of diminution of the  r a d i a t i o n  dose 

you would except  by f requent  u r ina t ion .  

such p a t i e n t s ?  

in t ravenous  rou te  would be used. 

committee w i l l  f e e l  much reassured i f  some of your prepara t ions  were so  tes ted,  

However, we f e e l  t h a t  t he  proposal  

Is i t  not  poss ib l e  t o  fo rce  f l u i d s  on 

3) We have been concerned w i t h  the  problem of pyrogens s ince  t h e  

Pyrogen t e s t i n g  can be done commercially and the  

These r e s e r v a t i o n s  can obviously be m e t  and do not  s u b t r a c t  from the  q u a l i t y  

of your proposa 1. 

George C .  Cotz ias ,  M.D. 
Chairman 

1) rads/mCi = r a d s  p e r  m i l l i c u r i e .  

2) The average amount i n  t h e  b ladder  i s  about  10%. 
exc re t ed  i n  24 hours.  
of t h a t  es t imated  i n  t h e  a p p l i c a t i o n .  

Approximately 60$ i s  
The r a d i a t i c n  dose t o  t h e  b ladder  i s  prcbably  1/10 

3) Pyrogen t e s t i n g  has  been done. See enclosed r e p o r t s .  
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123 HAWTHORNE STREET - ROSELLE PARK, N. J. 07204 

DIAL 201 245 1933 

BIOLOGICAL ASSAY 

FOR 

PYROGENIC SUBSTANCES 

DATE: November 12, 1965 

SUBMITTED TO: Brookhaven National Laboratory 
As so ciat ed Universities, Inc . 
Upton, Long Ialand, New York 

ASSAY NUMBER: 60923 

DATE RECEIVED: November 10, 1965 

TEST MATERIAL: 1 vial Amber Liquid labeled #1 

METHOD OF ASSAY: U. S. P. X V U  (1 ml. per kg. 1 

RESULTS: 

Weight of Amount Temperature after injeclion 
Change in  Animal Control animal in injected 

Number Temperature kilograms in cc One hour ' Two hours Three hour$ Temperature 
~~ 

925 39.6 3 .1  3.1 39.8 39.8 39.8 0.2 
926 39.8 3.0 3.0 40.0 39.8 40.0 0.2 
927 39.6 3.2 3.2 39.9 39.9 39.9 0.3 

~~ ~ 

CoNCLUS1oNS: Since the total temperature rise did not exceed 1.4.C the teat material 
i8 PYROGEN-FREE. 

LEBERCO LABORATORIES 

Irving Levenatein, Ph. D. 
Direct or 

This report i s  submitted for the exclusive use of the person, partnership or corporation to whom i t  i s  addressed, and neither the report nor the name of there 
Loboratories nor of any members of i t s  staff, may be used in  connection with the advertising or sale of any product or process without written authorization. 
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123 HAWTHORNE STREET - ROSELLE PARK, N. J. 07204 

DIAL 201 245 1933 

BIOLOGICAL ASSAY 

FOR 

PYROGENIC SUBSTANCES 
DATE: November 12, 1965 

SUBMITTED TO: Brookhaven National Laboratory 
Associated Unive ra itiee, Inc. 
Upton, L. I . ,  New York 

ASSAY NUMBER: 60970 

DATE RECEIVED: November 10, 1965 

METHOD OF ASSAY: U. 5. P. X V I I  (1 ml. per kg. ) 

RESULTS: 

Weight of Amount Temperature after injection 
Animal Control animal in  injected Change in 
Number Temperature kilograms in cc One hour Two hours Three hours Temperaturo 

928 39.7 3.2 3 . 2  40.0 40.0 40.0 0. 3 
929 39.8 3.4 3.4 40.2 40.2 40 .2  0.4 
930 39.6 3.1 3 . 1  39.9 30.9 39.9 0.3 

CoNCLUS'oNS~ Since the total temperature rise did not exceed 1.4.C the test material 
is PYROGEN-FREE. 

LEBERCO LABORATORIES 

Irving Levenstein, Ph. D. 
Direct or 

use of the person, portnership or corporation to whom i t  i s  addressed, and neither the report nor the nome of these 
Laboratories nor of any members of its staff, may be used in connection with the advertising or sale of any product or process without written authorization. 


