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MEDDH-RNO

ARM2 941121.014A

John F. Colmore, M.D,

Professor of Medicine & Pharmacology
Uni{vergity of Oklahoms Medical Center
800 N.X, Thirteenth Street

Oklahons City, Oklahoma 73104

Dear Dactor Colmore:

Your proposal, entitled "Toxicity and Tolerance Studies of Anti-
Radiation Compounds in Healthy Male Volunteers," has been reviewed.
I regret that we will be unable to provide funding support for
renewal of this project at this time,

At the pregent time, the development and testing of antiradiation
compound¢ i{s such that there are no compounds available for testing in
your facility. It is hoped that during the next few monthg one or twe
compoundsg will be available in supplies necessary to proceed with the
Phage 1 studies. My staff msintaing an interest in your proposal and
the facilities you have to coffer and with your permigsion we will retain
a copy of your propusal in our files in the event compounds do become
available.

We appreciate your interest in the US Army Medical Regearch and Develop-
ment Command program and the opportunity ve have bad in working with you
on this project., We look forward to the possibility of remewing this
cooperative effort at gome later time.

Sincerely,

Signed
la & P
IRVIN C, PLOUCH

Colonel, MC
Comsanddng

MFR: (See attached sheet)..
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MFR:

COORDINATION:

ACTION OFFICER:

6 MAR 1370

Due to the overrun of research on antimalarial funds,
there are insufficient funds available to extend this
contract for an additional period without additional
funds, Budget restrictions have precluded adding funds
to thig contract at thie time, Dr, Colmore and

Dr, Degper have been notified by MAJ Woodward that the
contract would not be renewed, but that it was quite
possible that a new contract might be awarded during
FY 71 if funds are then available, It is of
importance to have Phage I studies on compounds 2529,
2721 and 2823, but sufficient quantitieg are not now
available, It is estimated that about $60,000 will be
needed for these studies,

None required.

William E, Woodward, MAJ, MSC, X-37845.
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Dir, Surgises
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Ch, P&C

Ch, Admin
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CONTRACT ©R GRANT NUMEEIR

WPLICATION FOR RESEARCH [T CONTRACT 7] GRANT « PART ¥

1. WITLE OF FigOJECT 2. DATE RESEARCH FROJECT O
Tericity and Tolerance Studies of Anti~Radiation BEGIN
Coinpounds in Healthy Male Volunteeors 1 Jcmuc::y, 1970 °
3. RESPOLSIELE ITNVELTIGATOR {h’ iz end officint ‘J-JSI.I»«?J A. DATE OF APPLICATION

John P, Coltcre; M.D., Director, Experimental Therapeutics Unit

Professor of Medicine end Pharmacol., Univ. Okla. School of Madicine 11 November, 1969

5. PRINCIFAL PRCFESSICNAL ASSISTANT (5 (Losf name-fins) name-middle iitial)

Resper, Poul C,, M.D
Evensen, Kenneth L, M.D.
Vieediman, Deilc AL, Jr., M.D.

G. OTHER PROJECTS IN WHICH YOU ARE PARTICIPATING LKD SOURCE OF SUPPORT (Olher ,g:nv snend conkiacts or funds from civilian
fovundations, ¢l=) [Appiicable ta flems 3 and & obove)

Research projects funded by varicus civilivn corporations and independent research projects
funded by various civilion foundations and sources in support of clinical phamscolagy ¥

]

Aekneicdged by q (i,
Admin. Services Braiich
Log Numher 7 71 - ¢
Date: /1 ol

te
-\

7. NAME AND LOCATION OF JNSTITUTION WHERE WORK WILL BE 8. RESFONSIBLE INYESTIGATOR {ng.waiure}
PERFORMED

Ollahoma State Pentientiary
NcAlester, Oklahomo

APPLICATION APPROVALS

10. APPROVAL BY OFFICIAL AUTHORIZED

8., APPROVAL, BY HEAD OF DEPARTMENT
T SIGN FOR INSTITUTION

WHERE WORK 15 TO BE DONE

APPROYED [Signalure) . APPROVED (Signalure)

NAME {Printed or {yprd) NAE (Frinted or fyped]

| John P, Colmore, M.D, : Arnold E. Pontesso
OFF]CIAL TITLE OFFICIAL TITLE

Director of Medical Reszarch Diractor
Cldahoma Siate Penitentiary . hirsyriovon &

NcAlester, Oklchoma Department of Corrections

RV S

T T

OTE'E'ME%R“" 508 REPLACES Or3G FORM 108, } APt 59, WIHICH MAY D& USED,
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AL RESEARCH AND DEVECLOPRMENT COMMARD
OFFICE OF THIZ SURGECH GUNERAL
WASHINGTON 25, D.C.

APFLICAYION FOR RESEARCH  {37] CONTRACT [[7] GRANT « PART II

=

.S, ARIMY 140

Form Approved

Budyci Turcau Mo, 49.03.04.2
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CONUTIAGT Dt GRAMT [HUMISER

TITLE.OF I'ROJEC ¥ ] - . - Ty
FEET Toxisity and Tolerence Siudies of Anti-Radiofios

Copnounds in_Healthy Mals Volunlesrs
FUNDS REQUESTED [One yeor only}

REQUIRCMENTS

BUDLGET

REQUESTED
_FROWM

USA MEDICAL

OTHER SOURCES

{Codo whether
Actunl (A) or

1

- - B & D COMMALID Requested ()
1. FERSONHEL (Lict positions, percent cf fine pach will develo o fhe rezearch; annival rate of pry; b1 $
tatal amcual 15 be paid asnvolly from this budye fa euch} -
. None None
2. OH-CAMPUS CONSULTANT FEES (licmiza ond jusiily) $ $
None None
3. EQUIPMENT [llemize} 5 L3
. Noene None
1A CONSUMADLE SUPFLIES (llemize) 5 3
None Nonz
5. TRAVEL [Stafe purposc} 3 ]
. None None
6. PUBLICATION COSTS (Types) ) S
Nong None
7. OTHER DIRECT COSTS $ [3
Cost Reimbursement (See Part 11, paragraph 6) PER SUBJECT 2,243.0(
8. SUSTOTAL - DIRECT COSTS (ltem 1 throvugh item 7) $ 2,243.00:
9. OVERHEAD [Fstablizhed by officiol ouditors with concurrenca of inzlilvtion or reseerch ogensy ond caniracling 3 2
office, ond moy be based upon percenia?e of fofal salories ond wages, or porcentoge of fata! cost of project,
Indicata in itcm e or b below, and complele iiens ¢ ond d.)
. PERCENT OF SALARIES \one % | c. FISCAL YEAR BEGINS 2
b. PERCENT TOTAL COST Nojie . % 1 July, 1970
d. COGNIZANT GOVERNMENT AUDITOR {Nome and oddress if knownT
10, YOTAL BUDGEY (llem 8 plus ite.n 9) PER SUBIECT |5 2, 243.00;
ESTIMATE OF FUTURE REQUIREMEMNTS (Complele only if typo of profeet indicates thot it will continue for more $han o yoar}
. , GN-CAMPUS CONSUM- PUBLI- suUDTOTAL | INDIRECT .
;\:fn‘; PCRSONNEL coNrsgé.gp‘_NT EQUIPMENT su?:%i?}:s TRAVEL ccagégéq {Dircet costs] cOSTS TOTAL
1mjisr |$ $ 5 $ $ 5 $ 5 $
121 2ND .
13 |3 RD
1414TH

1 OTHER SOURCES - From the schos), ofhier conlracls or grenls, other governmenf ageacics, foundations, ofe.

2 Jhis denoles the accounting yoor of fhe aclivily, organizalion or instilution.

OT5G FORM

3ot ey 208 & REFLACES OTSG FORM 1084, 1 APR 59, WHICH MAY B USED,
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Texicity and Tolorunse Shudics of Anti-ladiation Commounds in Healthy {zle Voluniczrs
4

2, Soezcific Alms:

2.1 Chieciives:  The purpose of these studies will be fo investigate the foxicily of
Tolerance fo and acceptability of various anti-radiaiion agents doveloped by the
L. 5, Army’s division of Medicinal Chamisiry in male voluntezrs,

2.2 _I_-’_;.'uc hesise Br is anticlpatad that healthy mule voluntesrs would ba cble fo
tolerate ficse compounds, af lenct as well us individuals exposed to radiation and
it is therefore sungested that the data so derived would be applicable to persons
exposad fo rediution, .

3.1 Basts:  This is cimilar to the sistements miode in paragrph 2,2 ehove.

3.2 Previous VWoik:  The ;’t;',-‘:,ciiccsi Rozesrch Unit of the Clidchome $tute Panitentiary
vhich s under the suazrvision 1:{ cenirgl of e Divecior of the Universsity of
Cliaheomsts Bacrinzalc f lisrupeutics Ustt bas, for the past 8 yeors, boen
invelved in Fhose | esting of o \-:,,szery of investigationnl novw drucs under contractk
with rany pharmecestical firms op wall a5 conducting clivical and pharmacologic
investigations of assorted compounds. o clte thls work vould ko to cita .M. D.
ond N.D,A, opplications in the files of the F.D.A.  This Unit has completed and
reported to the Deparimant of the Army a study of an antiradiation conpsund,
Vi-633.

3.3 Wark by Others: Ma oagnlicoble,
v (2

4, Methods:

For each study up 1o 4 siudies per year, 24 healthy male valunteers who are Inmates of the
Chichema Slm., Panitentiory and behwecn the ages of 21 threugh 53, inclusive, will be
54 ectod for s*ud}-. Peicr to admission to the study, voluniury informsd consent will be
chiained from cach subject. Subjects will be selected on the basis of nornxsl physical
chin o5 and r::r*mi lebaratery daterminations, which would consist of serum sodivm,
pofussiom chloride, bicarbonate, :"..i*‘rw;t bleod glucese, total pratoins, albumin, exlcivm,
n‘wgd*orv.,, c..c!esh.ml BUN, uric acid, creatining, total billrubin, SGOT, SGPT,
clkeling phosahakeze, hemoolomn, homatearit, white blood count and differentic!, plaiclet
count,- fus.‘?ccy @ count, profirombin Hoe, pactial thromboplasiin tino, unmlvc;s and
stool examinaiion for cccult blood,
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Toxicity and Tolerance Studics of Anfi-Raodiction Compounds In Healihy Meld Velunteers
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4, Methods (Continucd)

<

The total duratien of euch siudy would be 17 weolis,  Six subjects will bo started In the study
each week for 4 consacutive woeks ond each group of 6 will continus actively in the study

for o fotal of 13 weeks, Within cach croup of 6, 3 subjecets will reccive active pharmacolegic
agent and 3 subjects will roceive {is niciching placebo. Fach aroup will receive 91 cone
secutive days of medication ond tha dosage schedule is listed on the accomponylng shost, Thus,
subjects In Croup 1 will recsive the wauimum daily dose from the 8th week through the 13th
waesk, inclusive.

Croup 2 will recalve the reaxtivum dezugo from the 5th week thiough the 13h wasl; Group 3
frora the 4ih through the 12th week and Cravp 4 from the &id throuch the 13th week, The
starting doto for cach group will differ and will be predicated on fae emoricnce of tha pre~
ceeding croup. Ths entive leheraiory sereen outlined cbove will ba carried out en cuch
subjoct on the Ist, 8th, 15th, Z2nd, 2%ih, 36th, 43d, 50th, 57th, G64th, 71st, 70th ond 85th
days of deug edninfetration, w3 wall az on tho moming aftzr the lost modication day, .

In addition to tie chove, o COC ond urinalysls will be camied out on Days 4, 11, 18, 25, 32,
32, 45, 52, (D, &7, 74, B) cnd T3 of drua odminisiznion.  An elestrocoraiogrom will be
eusied out prior o baginning divg adninisization ond on the moming «iter tho last medication
¢my. Fody weight ond blaod prossure (scated) will be recarded on cach whject once weskly.
Fauch subject will ke intorviewed daily for pessitle side offects,  Repeat physical examinaticns
will be corrled cut on any subjeet when symptomatelagy dictutes a need end will bo carried out
on cach sublect onthe lask day of drug adminietration. (Sce atfached flow sheet of ths

schedule of drug administration).

A completed report will be submitied within one month of the completion daie of he study.

5. MHitsry Significance:

»:

The dircet military cignificance of this study would be to establish the safety In mon of anti-
radlation comnounds which could then be further evaluatod b huinans exposed fo rodiation of
various sorts, The recd to be able o protect militery personnst against. the hazards of
rediation ore chvious. ,

¢, Budnats

Tha cost per subject for completing the siydy Is cutlined, 1t is apprepriate fo polat out that
ell veluntesrs are pald for each day they perticipote In the siudy. This has bean a long-
sstobliched prectics In ihis prisen population ard in view of the nafure of the captive population,

ei'u.

It is consideored etvical and commensurnie with veluntary participation.
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Toleranze and Toxicity Siudies of Anti-Radiaticn Compounds in Healthy Male Volunteers

6. Budget (Conti nued)

92 Man Days @ §$3 $ 276,00  _2ECGs @15 $  20.00
27 vanlpuncturcs 81.60 1 repect physical exam= "
14 leboratory sereens @ $118  1,652,00 ination @ 310 10.00
14 laboratory screens @ §9 117.00
14 blocd prescure &vralght

determinations @ $5.50 77.00 Per Subject Total $2,243.00

24 Subjeet Toral $53,832.00
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DOSAGE SCHEDULE:

Total datly dose {mgms) 100 200 | 400 $00 {800 1000 | 1200 1400 | 1500 1€00 2060 2000 2000
Q. 1D, dose (mgms) 25 50160 150 1200 2501300 350 ) 400 450 | 500 500 200
Week of medication for 2 3 4 5 6 thru 13
Group 1 {5 men?) X x| x = Px x §x % X X x x X
Vask of medication for i 2 3 4 5w 13
Grous 2 (6 raen®*) o o X x X X X x X X b4 X
Week of medicatien for 1 2 3 4 thru 13
Group 3 {6 men®) - o ) ! o X X X x X X X % X
Wecek of medication for 1 2 3 thru 13
roun 4 {6 men?) o o3 o ) o o | x % X x x X b

%

Note: Half of the subjects will receive ccrive drug and helf will receive its matching placebo.
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WASHINGTON 25, D. C.
APPLICATION FOR RESEARCH CONTRACT - PART IV
BIOGRAPHY -
(Biogrupkicel skctehes required on responsible Investigator aud principal professional assistunts only. I this is & requesi for rercwel
utilizing essontially the same personnel s previously, blagraphical sketches will not ke necessary.)
1. INMSE ' 2, ADDRESS _— va e 3. AGE
John P. Coiinere, M.D. Univeisity of Cklohomio Medical Center
Frof. Medicine & Pharmacology EC0 NLE. 13th Stroep, Cklchoma City, Okla, 43
4. EDUCATIONAL DACKGROUND {College andfor University) 73104
See Original Contract application,
- 5. RESEARCH TRAMING {List of instilutions, rescorch direcior. subject and dufes)
—d
_;‘; -
N .
T
6 OYHER INFORMATION BEARING ON QUALIFICATIONS (Hespital appointments, prolessional societics, specially board, cic.)
7. BIBLIOGRAPHY (Do not list mnore than len publicalions)
r
! i
OTSG FORM

T res oo | 108c PREVIOUS ERITIONS OF THIS FORM MAY BE USED.




3 March 1970

DIRECTOR OF MEDICAL RES V" Correction has been made.

IN TURN Captain Kernen

Signature block should read "Commanding" not "“Commander."

K. HIGHFILL W. V. DAVIS
Colonel, MSC

Executive Officer




