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BROOKHAVEN NATIONAL LABORATORY 7@/

MEMORANDUM

DATE: Oct. 14, 1965

TO: Dr. H. Atkins
FROM: Comm, on Clinical Investigations
SUBJECT: CIRC #24

99m

The Committee approves in principle your proposal "Evaluation of Tc
Fe-Ascorbic Acid Complex for Renal Scanning, However, we feel that the proposal
would be greatly strenthened if the following points were made clear: 1) The
Committee did not understand what the symbol "rads/m Ci'' means. 2) We would ap-
preciate receiving a guess as to what degree of diminution of the radiation dose
you would except by frequent urination, TIs it not possible to force fluids on
such patients? 3) We have been concerned with the problem of pyrogens since the
intravenous route would be used. Pyrogen testing can be done commercially and the

Committee will feel much reassured if some of your preparations were so tested,

These reservations can obviously be met and do not subtract from the quality

W‘C‘ Lot |

George C. Cotzias, M.D.
Chairman

of your proposal,

1) rads/mCi = rads per millicurie.

2) The average amount in the bladder is about 10%. Approximately 60% is
excreted in 24 hours. The radiation dose to the bladder is trobably l/lO
of that estimated in the application.

3) Pyrogen testing has been done. See enclosed reports.

The Medieal Research Center PEFOSTOT [/771/)’}1,(]&() WW
Brockhoven Nuabians] To7 0 pore COLLE(,:T‘ON o (LOL 0‘6 KWMO_W
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CIRC T AY

Upton, L. I, New York
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The Committee on Clinical Investigations and Use of Radioisotopes

hereby approves the program with the Iollowing title:

99m

EVALUATION OF Tc ~-Fe~ASCORBIC ACID COMPLEX FOR RENAL SCANNING

CIRC # 24 has been assigned to this program,

Qe € lotylas

George C,MCotzias, M.D.,, Chairman

@M%/

Lewis M, Schiffer, M.D,

Knud D, Knudsen, M.D.

—

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

00T ¢ 1966

Date: Petabar————1ULo"

Place: Medical Research Center

Brookhaven National Laboratory
Upton, New York

1180012



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: (0]
CIRC 24

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: 99mrc - 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. I have been

" informed that the timing and sequence of these studies may not be revealed to me.
I understand that in the opinions of the investigators responsible for this project,
and of the review board(Clinical Investigations Committee), I should be informed of
the following possible hazards and inconveniences before agreeing to this clinical
investigation: The compound cannot be tested for sterility or pyrogens before
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:

1186013



BROOKHAVEN NATIONAL LABORATORY

MEMORANDUM

paTeE: July 3, 1973

TO: H.L. Atkins

y 1 (-
FROM: E,P, Cronkite S QAT

SUBJECT: Use of Technetium-99m Iron Hydroxide

Approval of further use of 9mTc-iron hydroxide will require a
routine CIRC application which should be accompanied with a statement
from Diagnostic Isotopes Incorporated that IND 8946 is currently active,
and whether or not there have been any unusual reactions noted to date,

EPC/ck

118601y
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BROOKHAVEN NATIONAL LABORATORY
MEMORANDUM

DATE: 18 June 1973

TO: CIRC COMMITTEE
FROM: Harold L. Atkins, M.D. 47
SUBJECT: IND Form 1573

— s o o—

Enclosed is IND Form 1573 which I recently filled out for the
investigator, Diagnostic Isotopes Incorporated. The Committee acted
on my request to use this material, Technetium-99m Iron Hydroxide, some
time back, but did not require the filing of any forms for this
procedure. We have used the material on 10 patients within the last
fiscal year., We do not contemplate at this time doing any further
patients, but would like to reserve the approval to use the agent
should the need arise.

cfh
Enclosure

1188011



. Plame i Mo AL M 3260w u o
R FAO0 ANGO DRUG AOMINISTRATION Form Agproved AN

o ROCKRVILLE, MARYLAND 20682 | Budier Bures: NG. 85-R00§1 \
STATEMENT OF INVESTIGATOR
TO SUPRLIER OF DRUG ((Yeme and Adorense) MNAME QF INVESTICATOR (Prnt o Type)
) : HAROLD L. ATKINS, M. D.

Diagnostic Isotopes, Inc. SATE B

123 Pleasant Avenue pr(, 187972

Upper Saddle River, NJ 07458 » NAMEOF ORuUG

Technetium-99m Iron Hydroxide

Dear Sis: (IND NO.. 8a46)
The undersigned, HARQLD’ AT}GNQJL b

submits this statement as required by section S05(i) of the Federal Food, Drug, and Cosmezic Act and 3i30.3 of Title 21 of the
Code of Federal Ragulations as a condition for receiving and conducting clinical investigations with a new 4mg limited by
Federal {or United States) law to investigational use.

1. THE FOLLOWING IS A STATEMENT OF MY EDUCATION AND EXPERIENCE:

a. Colleges, umver:mes. and mcdnc:l or other professional schools attended, with dates of attendance, degrees, and dater degrees were
awarded.

R Rt T

R

1

b. Postgraduate medical or ather professioaal waining: Dates, names of inatitutions, and nawre of tearning.

¢. Teaching or tesearch experience: Dates, insritunions, brief description of experience.

S

-

d. Experience in medical practice or other professional experience: Dares, insurtutionsl affiliatons, aature of practice, or ather protessiocaai
exXpeeience.

o

. €. Represeatativelist of pertinent medical or dcher scientific pudlications: Titles of articles, aames of publications and volume, page
aumber, and date, ' .

(11 this information hae previouely been euamitted (0 lhe sponeor, |1 may be referred (0 ard sny additions made to deing It up to date.)

' 2. IF ANY HOSPITAL, INSTITUTIONAL, AND CLINICAL LABORATORY FACILITIES, ETC.. ARE AVAILABLE AND JILL BE EMPLOYED IN
CONNECTION WITH THE INVESTIGATION, AN !DENTIFICATIONOF EACH FOLLO?S:

111 th33 I1n1ormaion hea previcusly been submitiad 10 1he sponaeoce, relerenca (o the previcus sudavieelon mil] be .dcqudl..)'

. \ FD FORM 1573 (3/70) PREVIOUS £DITION MAY 82 USZD UMTIL SUPPLY IS EXMAUSTED, (Centimued on reverss)

"y _ USGGIS e

"



,/‘3 THE INVESTIGATIONAL DRUG ¥ILL 8E USED BY THZ UNDERSIGNEDOR LNDL-_R HIS SUPERVISION INACCORDANCE WITH THAE PLAN
OF NVESTIGATION DESCRISED AS FOLLOWS: (Outline the plan of investigation, including npproxu:uuon of the nunber of :ubpec': to be }

treated with the drag aad the cunbet to be employed 22 controla, if
and condition: the kind of clinical observaticas 2ad laboratory tests to be underrakea priee to, duting, aand aftzr admiaiseration of the drus;

the eatimated duratioa of the iavestization; and a description or copies of report forms 1o beused 1o maintin an adequate recoed of the
observations and tests. results obeained. This plan may include reasonable alternates and variations, and should be supplementedoc ameonded

wnen any significant chsnge in direction or scope of the investigation isundertaxen.)

Dose: 2-4 mCi/70 kg patient - Administration i.v.

Purpose: (1) Detection of pulmonary embolism, (2) Differential d‘a'z"losxs of pulwxonary
embolism and mvocardial infarction,. (3) Evaluation of therapy in pulmonarv
embolism, (4) Evaluation of regional pulmonaryv arterial blood flow.

Number of Patients Studied: Fifty (no pregnzant or lactating women)

Duration of Investigation: Six montas.

Age Range: Over 18 years unless unusual circumstances exist (as determined bv phv51c1an
Adverse Reactlons. time of scan; and 24 hours if possible.. Any will be

any;clinical naes 1o be investixacted; characterianze s of snbjects by age, sex,

i

Immediate;

1mmed1ate1y reported to companv and reculatorv authontLeS

.. THE UNDERSIGNED UNDERSTANDS THAT THE FOLLOTING CONDITIONS, GENERALLY APPLICABLE TO NEW DRUGS rOR - -
INVESTIGATIONAL USE GOVERN HIS RECEIPT AND USE OF THIS INVESTIGATIONAL DRUG: - . o e

of 2 yenrs (ollovmg the date a2 new=drug application is ap=— -
proved for the drug; or if the application is not approved,
until 2 years after the investization is discontinued. Upon -
the request of a scientifically wained aod properly author
.ized employee of the Department, at reasanable times, the
investigator will make such records available for inspec- .
tion and copying. The subjects’ names need pot be di- .- . .

- & Thc sponsor is zequ.xrod to supply the mvesnp(or with full ia=-
- formation conceraing the preclinical investigations that justify
h:lxmcal mal:, mguth-r with fully informative material describ-
ing any pricr investigations arnd experience and aay pouxble
hazards, ceontraindicarions, side-effects, and precautions o
‘ be takewinto accouat in the course of the investigation.

b. The investigntor is tequired to maintain adequate records of vulged unleas the records of particulac individuals require
the disposition of all receipts of the drug, including dares, a more demiled study of the cases, or unless there is
quantities, and use by subjects, and if the iavesrigacion is feazon 10 beiteve that the records do nat represent acrual - -
:;“mina(ed to retum ta the sponsor any unused supply of the cases studied, or do not cepresent actnal resuies obrained. - -
s 3. y .. L. -
o= e R s 1. "The investigator cemhe: “that che dzu,g mll be 2@10!3-‘
¢.. The iavestigater is required 'to prepare and maintain 2dequate tered only to subjecta usder bis perzonal supervision or ~:--
aod accurate casa histeriea desxgned to recotd all obsetva- uader the supervision of the following inveatigat e i
tiona acd other data pertinent 1o the inveatigation ca each ibie hia - s §3tor3 re— B L
individual creaced with the drug os employed o3 @ control in spendl e ' - .
the investigatica. . - .
d. The investigater is required to furnish his repocts to the spon- -

, sor of the drug who is respoasible for collecting and evaluading
the*results obraiced by varicus investigators. The sponsor is
required to present progress reports to the Feod and Drug Ad-
migistracion at appropeiate intervals not exceeding 1 year. Any
sdverse effect that may rensonably be regarded as caused by,
ot probably caused by, the new drug shail be reported to the

-

and that the drus will not be supplied o any other investi~
zator ot to any clinic for edminiscracion (o sudjec:s. |

&. The investigatoe certifies thae he will inform any subjecrs.

sponsor proamptly, 2ed if the adverse effect is alarming, it
shall Be reported imnediotely. An adequate cepoct of the in-
vestigation should be furnished to the sponsor shortly alter
completion of the investigatioa.

‘The investigator =kall maiatain the reciads of diaposition of
the dreg acd the cags historics described above for a period

incloding subjects used as controls, or their representa~
tives, that druzs ace being used for invesuzarional pur-
poses, and will ootain the consent of the subjeces, or their
tepfe:enmuves. except where this is por feasible or, ia

begt iaterescs of the subjecia.

the mvesugua s profeasional judgment, 13 concracy 1o (ho o

Vcry truly youz:,

TEVC I

5 A

(N-'— of Innccldalcv)

/L/ff/ /wu/,. %//A’gz.. ..

o . . (Addrooo) B e -
(Thin form ahould be supplecvented or smended from g ; 9 B e LT T
ta tizve I mew avb]eacle sre added or il algnilicant l ! 8 0 q - / Z' o ! ’ ?J -—:" s Tl
K‘hmvg-c sre made in the plan of Invest!gation.) [(/;‘ ‘/)1 ’)7 z] ///7 .;7 J
. V. o T .
N, Sl ‘-’I %, Y
" . PR E e



BROOKHAVEN NATIONAL LABORATORY

MEMORANDUM

DATE: 5/5/72

TO: CIRC Committee

]
FROM : H.L. Atkins, M.D. 9579'/
SUBJECT: CIRC Proposal # 24

Please be advised that as of 5/5/72 CIRC #24 entitled "Evaluation

of Tcggm—Fe-Ascorbic Acid Complex for Renal Scanning’ by H.L. Atkins,

IND#5375, Patient Consent Form # 41 has been declared inactive.

HLA/ck

cc: Dr. L. Schiffer
Dr. Robertson
Dr. Dahl

Dr. Cronkite
A. Harrison
C. Kerr
W. Finn

1180020



HOSPITAL OF THE MEDICAL RESEARCH CENTER, NAFAE
BROOKHAVEN NATIONAL LABORATCRY

41- Upton, New York 11973 UNIT NO.
CONSENT FOR PROCEDURE, STUDY, OR
DRUG UNDER CLINICAL INVESTIGATION PAVILION or

l understond that the physicions at the Hospital of the Medical Research Center, Brookhaven National Laboratory are engaged in
research and study of the nature of diseases and of new methods of diagnesis and treatment. ! have been informed of the anticipcted
duration of hospitalization and the nature of the procedure, study, or drug under clinical investigation known as:

99

m . . .
Tc-iron ascorbate for kidney scanning

[ understand that the nature of this precedure, study, or drug is experimental, and that at the present time no assurance can be
given thot my porticipation will be directly beneficiol to me. | have been informed ihai the timing and sequence of these sivdics may
not be revecled to me. | understand that in the opinion of the investigators responsible for this project and of the Review Board (Clini-
cal Investigations Committee], | should be informed of the following possible hazards and inconveniences befere agreeing to this ciinicai

investigation:

The ccompound cannot be tested for sterility or pyrogens before use.
(~1

i

W)

I'have beer informed of the cbove. | hove als been informed of the customary procadures. These may or may not be used. | have
been offercd the opnortunity for further discussian of this nrazedure, shidy, ar drug with the gtending physician.

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

PATIEMT'S NAME

SIGINED EY:
{Patient or Legal Guardian)
WITNESS:
I, the undersigned, herewith offirm that | have explained the above to Mr. [Mrs.) [Miss) —

ond | am willing to answer further inguiries.

*A.D. DATE

j180021

Farm 1913
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HOSPITAL OF THE MEDICAL RESEARCH CENTER, NAME
BROOKHAVEN NATIONAL LABORATORY

41 Upton, New York 11973 . UNIT NO.
CONSENT FOR PROCEDURE, STUDY, OR '
DRUG UNDER CLINICAL INVESTIGATION N, L/ PAVILION or

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

99mTc-iron ascorbate for kidney scanning

| understand that the noture of this procedure, study, or drug is experimental, and that at the present time no assurance can be
given that my participation will be directly beneficial to me. | have been informed that the timing and sequence of these studies may
not be revealed to me. | understand that in the opinion of the investigators responsible for this project and of the Review Board (Clini-
cal Investigations Committee), | 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 use.

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

| voluntarily consent to participate in the above studies with an understanding of the known possible effects or hozards thot
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 8Y:

{Patient or Legal Guordian)

WITNESS:

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

M.D. DATE.

11808022
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Minutes CIRC Meeting

8 November 1971

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

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

Dr. Cotzias opened the meeting at 1400.

The following proposals, presented for annual recertification, were
approved:

N
CIRC.#24, #26, and combined #27-27A.

—

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

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

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

The meeting was adjourned at 1445,

Respectfully submitted;

Al oS

Helen R. Connell

cc: CIRC Committee
Mr. Finn
Dr. Aronson
File

1188023




HOSPITAL Ci .« MEDICAL RESEARCH CENTER,
BROOKHAVEN NATIONAL LABORATORY
Upton, New York 11973
CLINICAL INVESTIGATION AUTHORIZATION FORM
Purpose of Review: Initial [] Revision [] Continuing'Eg‘Addendum []

Title: EV/C}/_ SATION 5>F Te <7_/7"7— Fa - HSGCRB/C Aero CIRC# ,? ' -]
. — . SC‘Q/}N:‘J/A/ g
CZ%??L&?X FOR RENHL » © Assigned
on (date) 4/

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

forwardad herewith for review and recommendation,

.Q/UNUF)L /[?EC:E.RTIF/CHW’/O/\/ 2/, W/Vﬁ o &57( 7/

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

To President of Staff,
The Clinical Investlgatnon and Uses of Radiosotopes Committee reviewed the above

1dent1fled proposal on — and recocummends *{lAQk“ &V:QK? with the fellesing

@e,ceu&{h\u&
Seocdg ( (ofigg 4. @AQGWJZQ

J.S., Robertson, Chairman G. Cot71£é Alt, Chul H.R. Connell
[olw% A. fwﬁ&m——/ @ Cl
S.H. Cohn E.A. Popence, Altlernate R,A. Love
//7/% /j 7%’% '
*  G. Price J.F, Klopper N.P. Rathven, Jr,
S.E. Duby, Alternate A.P. Wolf, Alternate
' Nl ) T
Tol\l,l'd Vi A S grel L/c/.’(//"_;c/.,;'
The above titled and numbered proposal is ,45¢/t&“¢¢[ subject to the following:
- ! [ 3 7 . . <
i r>i!i'7;}/‘::.>.;/ Cricsen 'f ‘f'eﬁ"' Lits /J-( A esﬁ?fws/«/ < Frs C1AC » ,
B B i} ’ ' B ) N ' ' '//v: P ‘o - ; o , /t_ Jooe . .’/f/ '/, ;/:.' ) ‘ ")/ ‘/ P “.‘ l‘ -

P

{Fladd G 4ar7)

| 180024 E.P. Croankite,M.D., President of Staff Date

s ahn.

CIRC form %1 5/12/71



BROOKHAVEN NATIONAL LABORATORY

MEMORANDUM
DATE: 11/2/71
TO:  CIRC Committee (Cotzias Comm.)

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

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

Since the Committee was unable to obtain a quorum for the October 18th
meeting it was cancelled. 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.

- All necessary papers required for the above have been previously
distributed,.

1180025



BROOKHAVEN NATIONAL LABORATORY
MEMORANDUM

DATE: 10/14/71

¢ ' TO: CIRC Committee (Cotzias Comm.)

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

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

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

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

118002b



BROOKHAVEN NATIONAL LABORATORY
MEMORANDUM
DATE: ﬂ?S?/L /4//
o AL A m).

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

SUBJECT: CIRC Propocsal o’(%

In compliance with recent FDA and HEW notices requirjng periodic reviews of
clinical research projects, your CIRC proposal, number Y is scheduled for review
soon, Please indicate at the bottom of the page if this ‘proposal should be con-
tinuing or placed on the inactive list,.

This proposal was last reviewed and approved by the Committee on ng‘ é
19 {{,- . Do you wish to make any substantive changes in your proposal?

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

Approximately how many patients have been submitted to the experimental regime
since the last approval?_ 2/ 5
< P‘Cé’b’/ISl,‘) . Has

The Sponsoring Physician on this proposal is <o
there been a change of Sponscring Physician or Responsible Investigators? #ré

——

bf' g(."[ll-‘/l/f‘r Ao iof\lf}‘t" I il\f/i!ill_(;’}(’l(/

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

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

Please add any additional information which may be of use to the Committee in
its diliberations. 1Include a copy of the Patient Consent Form now in use for this
study' - Mt .—'_-—A\h-———«—«-—~-4 e s e ———— e b o emamew Nt = - - - -

CIRC PROPOSAL NUMBER ;_( % IS: Continuing |, -

Inactive

%o /7

Date

Signed

‘ isﬁﬁlfﬂe return this completed form to Dr. R.B. Aronson as soon as possible,



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: oP
CIRC 24

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 1nvest1gat10n
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. I have been
informed that the timing and sequence of these studies may not be revealed to me.

I understand that in the opinions of the investigators respomsible for this project,
and of the review board(Clinical Investigations Committee), I should be informed of
the following possible hazards and inconveniences before agreeing to this clinical
investigation: The compound cannot be tested for sterility or pyrogens before

use.

I have been informed of the above. 1 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:

1180028



The Committee on Clinical Investigations and Use of Radioisotopes

hereby approves the program with the following title:

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

CIRC # 24 has been assigned to this program,

Qe CDotgias

George C,NCotzias, M.D., Chairman

vfm%/

Lewis M, Schiffer, M.D.

‘ cwsv/({ L STl —

Knud D, Knudsen, M,D,

aw—

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

00T 41966
Date: Petobar————JJLn
Place: Medical Research Center

Brookhaven National Laboratory
Upton, New York

11800249
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BROOKHAVEN NATIONAL LABORATORY
MEMORANDUM

‘ DATE: Oct. 14, 1965

TO: Dr. H. Atkins

FROM: Comm, on Clinical Investigations

SUBJECT: CIRC #24

99m

The Committee approves in principle your proposal "Evaluation of Tc
Fe-Ascorbic Acid Complex for Renal Scanning. However, we feel that the proposal
would be greatly strenthened if the following points were made clear: 1) The
Committee did not understand what the symbol ''rads/m Ci'" means. 2) We would ap-
preciate receiving a guess as to what degree of diminution of the radiation dose
you would except by frequent urination. Is it not possible to force fluids on
such patients? 3) We have been concerned with the problem of pyrogens since the
intravenous route would be used, Pyrogen testing can be done commercially and the

Committee will feel much reassured if some of your preparations were so tested,

These reservations can obviously be met arid do not subtract from the quality

Quvge C Gty

George C. Cot21as, M.D.
Chairman

of your proposal.

1) rads/mCi = rads per millicurie.

2) The average amount in the bladder is about 10%. Aprroximately 60% is
excreted in 24 hours. The radiaticn dose to the bladder is prcobably l/lO
of that estimated in the application.

3) Pyrogen testing has been done. See enclosed reports.

(180031
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DIAL 201 245 1933

BIOLOGICAL ASSAY
FOR

PYROGENIC SUBSTANCES
DATE: November 12, 1965

SUBMITTED TO:  Brookhaven National Laboratory
Asgsociated Universities, Inc.
Upton, Long Island, New York
ASSAY NUMBER: 60923

DATE RECEIVED: November 10, 1965
TEST MATERIAL: 1 vial Amber Liquid labeled #1

METHOD OF ASSAY: U. S. p. XvII (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 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 39.86 3.2 3.2 39.9 39.9 39.9 ' 0.3

CONCLUSIONS: Since the total temperature rise did not exceed 1. 4*°C the test material
is PYROGEN-FREE.

LEBERCO LABORATORIES

o bt

Irving Levenstein, Ph. D.
Director

1180032 1.

This report is submitted for the exclusive use of the person, partnership or corporation to whom it is addressed, and neither the report nor the name 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 outhorization.
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DIAL 201 245 1933

BIOLOGICAL ASSAY
FOR
PYROGENIC SUBSTANCES
DATE: November 12, 1965

SUBMITTED TO:  Brookhaven National Laboratory
Associated Universities, Inc.
Upton, L. 1., New York

ASSAY NUMBER: 60970 )

DATE RECEIVED: November 10, 1965

TEST MATERIAL: 3§ vial Amber Liquid labeled #2

METHOD OF ASSAY: U. S. P. XV1I (1 ml. per kg.)
RESULTS:
Woight of Amount Temperature after injection

Animal Control animal in injected Change in
Number Temperature kilograms - in cc One hour Two hours Three hours Temperatura
928 39.7 3.2 3.2 40.0 40.0 40.0 0.3
929 38.8 3.4 3.4 40.2 40.2 40.2 0.4
930 39.6 3.1 3.1 39.9 39.9 39.9 0.3

CQNCLUSIONS: Since the total temperature rise did not exceed 1. 4°C the test material

is PYROGEN-FREE.

LEBERCO LABORATORIES

<§7ﬂ£ﬂw .

Irving Levenstein, Ph, D.
Director

| i 88 0 33 IL:mr

This report is submitted for the exclusive use of the person, parinership or corporation to whom it is addressed, and neither the report nor the name 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,



