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663.00 for the priod amount of $e $9- Application is hereby made for a grant in 

31 1- Y u r  through b&HBt 
Month DW 

iWl 
YO.. 

fmm SeDtember I 

inclusive Inof to exceed I yearl for the purpose of conducting a nuarch  proiect on the following subiect: 

Month DW , 

NAME OF PRINCI?AL I N V U T I G A T O K ~  TITLE OF ?RINCl?AL INVUT lOAfoR 

Harold Tarver 

She1 don Margen 

Department o f  PhysiologlGaI Chralrtq 
University o f  C a I t t a n h  School o t  Rddfelm 
Berkeley, b l f f o r n l a  

hr. Jmes H. Cotley 

A.ooelato profeseof of PhysfologI-l 

Asmafate rwartch bIochemf8t. 
Chat.+fy. 

ADDRESS OF CRINCICAL INVUTIOATOR 

NAME OF FINANCIAL OFFICER 
TO WHOM CHLCIC *WOULD BL MAILED 

TITLE OF FINANCIAL O F f l C U  

V ~ W  Pres1d.nt of 8UBfm8S Affairs 

Untversity of Cai lfornla 
Berkeley 4, csl i fornia 

AGREEMENT 
It is undsrsbod and agreed by the applicant: ( I )  That funds g r a n d  as a result of this q u e s t  am to  be expodod 

for the purposes set forth hemin; (2) that the grant may ba revoted in whole or part at any time by the Surgean General 
of the Public Health krviu, provided that a revocation shall not include my amount obligated previous to the 
dectiw d a h  of the r w w t i o n  i f  such obligatiom warn made solely for the pu rpow r t  forth in this application; 
P)  that all reports of original investigatons supported by any grant made as a result of this request shall acknowledge 
wch suppoct; (4) that if any patentable discoveries or inventions are mode in the coune of the work aided by any 
grant received as a result of this application, the applicant will, in consideration of such grant, refer to the Surgeon 
General of the Public Health Service, for determination, the question of whether such patentabb discoveries or inven- 
tions shall b. patented and the manner of obtainins and daporing of the proposed patents in order to p r h d  the 
public intereb. 

~ ~ s l g  of C i l i f b r n i .  NAME O? INSnTLlTlON 
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PERM ANENT EQU IPM EN1 illrmzr) 

Yon, 

NORt Tho dmini.h.t(vo A i a i  s i q n i y  this appliation may add 
(r .rodwad an o m w d  s d  to e m d  I p-nt of tho opratinq 
ca+ i.0. I p o m d  of t h  subtotal. t- OVERHEAD 

TOTAL FOR THE YEAR %9,W.00 I 
. mmaf. of future requiramrnts appl ir  to funds needed h tho Public HerHh I 

The blanks at th. right provide rpau  for reqwrting four ddit iond ye4n of wppw): * ' 9 F  
a q  amounts Intorod should include "overhead if such is to k nqu.rtad. Do not 
kava any d thaw spaus b l a n k t o r  01). of tho fobr ing  as appliubk: Tho amount 3 4 9 a U 3  
needed, "not rpptiubk," "unknown" or "none". FOR FURTHER INFORMATION: 

ESTIMATE OF FUTURE REQUIREMENTS 

kniu for the years subreqwnl to the period p r o p o d  at the top of this pge .  663 

k e  demb(l instructions accompanying application forms. 4- 

mac I -". *.. 
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CARTON NO. 

( L U V I  B U N K )  
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' PUBLIC HEALTH SERVICE SUPPORT: Show pnvlous h d  cumnt Public Health krviu grants supportins +his proied: 
GRANT NUMBER TITLE OF PROJECT 1 AMOUNT I?ERIOD OF SUPWRT 

C R N I O U 8  I I 
None 

CURRENT 

I I I 

0lHER Wudinp Public H d t L  Sen*., but lncludinp that fro0 a InrtiMion, lirt support from othw 
s o u r ~ i  for this proid.  If n o w .  so indiiete. 

SOURCE TITLE OF PROJECT AMOUNT PERIOD OF SUPPOR- 
'CURRENT 

Unlversi  t y  o f  Studies i n  hunan plasaa protrtn #3,000.00 January I, f9!% 
Cal i forn ia  format ion t o  
Cancer Research June 30, t* 
Board 
CENDINO 

None 

RESEARCH PLAN AND SUPPORTING DATA 
01 H. coatlamaHom pagos providod giro dotans 04 tbo propsod plam and othor mocorsary data Im 
aceordaro with tbo o d i u  below. Nrmbor oach page, H o  first eontlauaHon paqe beinq pa90 4. 
Additional continuation pages, if needed. may bo rquostod from tho Dlviriom of Rosoarcb brunts. Soo 
ddailod Inrtmctioms boforo proparlag this porHoa d H. applleaHor 

I. RESEARCH PLAN 
A Spcif ic A im-Prov ide a ancisa statement of tho aim of tha propoud d 
B. Method of ProcedurcCive dataih of your plan of &e& 

C. Signifiunce of this Reuarch-6rpkin why the muk of tha propored work may k important. 

D. Facilities A v a i l a b l ~ s c r i b .  th. general f ac ih ia  at  your disposal. List tho malor i t e m  of 

2. PREVIOUS WORK DONE ON THIS PROJECT 

3. PERSONAL PUBLICATIONS 

4. RESULTS OBTAINED BY OTHERS 

permanent equipment. 

Describe briefly any work you have done to  d a b  that 5 partiatlady prtinent. 

Cite your mort important publications on this or do+ related work. List no more than fivo. 

Summarize pertinont r o d s  to d a b  obtaimd by 0 t h ~ ~  on MI probhm, citing publications dmmad 
portinent. kket no morr than five. 

Provide brief dotch for All profesdonal pmonnd rkctod who am to bo ash'vdy engaged in this pro+ 
1. BIOGRAPHICAL SKETCHES 

I I b b 3 h  1 
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MLMIII*LIE 

The afm o f  t k  research problem 18 to  study the enallfc a-ts Of p l m  
prote in  m*tabolIsln I n  hman subjects. 
methods have been a e d  I n  ettmpts to waluate the ra te  of tunmer of p l a J a  
proteln and h e m  the?t ra te  of formation and de&ruetton. 
involver the 8dnlnIstretion of a labeled m1no meld t9 tho e r p e r t m t a l  &.f.Cj. 
Thereafter the r i s e  end 
i t s  several fraetlono, is 
R15, methfonlm - S35, scrfne - 
using rats, dogs, or hman r&Jscts. 

proteins labeled in  v i t r o  r l t h  rsdteactIve Iodim, and the detercinot~on of 
actlvlty as I n  the f lrst method. 
a donor antas1 ara labeled by the adralnlstratfon of r l ch l y  tagged aaim W16, 
the b i o o d ? ~  rfthdrarrn and the l8beI.d proteln or I t s  fr8ctIom we transferred 
to recIplents. The d s n g e  i n  1abrl.d aoncentratlons In  the r.etp1ents 1.: 
then rsesued. Exprisertts of t h l s  type have been dam r f t h  dog# and rats. 
To bate, no s t r l c t  comparIsoorr h.n been ma& of the turnover &ta froS Me 
same speecfes as meawed by the 8evrraI methods. p f 8 l f m i m y  rnrk h. b.en 
done during the pest year and ts reported I n  paragraph 2 below. 

1 B WrETHOD OF PROEMRE 
mil- 

g n a w  OT other p.thologIcal tandltforn are to  be sttldfrd, Coaprr~monu are to 
be Mde of  the tumor ra tes  o f  specif ic fmetfons of plarrs protolnr In  the 
s8ae Ind?vIduals by the three mothods cut1 id above. These 8-1 I oonl8t of 
I )  the nethod using adm1nistr.d t a b l e d  ~ . t h I o n l n e  or cptln, 2 
ments wide wIth a t  leasttwo types of i n  v f t t o  tabr l rd  proteln, (113~  and fi 
i n  v l t m  labeled protein) and 3) ttu r & i n k t r a t l o n  of p l e l ~  p r o f d n  babeted 
I n  vivo to suitable rec;ptents, b plasmm p r o t r i m  w l l l  be fractlorpted 

Z t e y  chmnical methods as has been &me to date or by physlal methodr, 
ruth as elactrophor~i r .  The i a t t r  matte& ere currently under fnvosttgr- 
)Ion I n  the fabra tory  and the results suggest the feas lb l l f t y  o f  th ls  type 
of sepaf-at Ion. 

I C SIG)(IFiCANCE OF T H i S  RESEARQt 

I t  1s f e l t  that thls program h of extreme lnportance I f  w are to 
emdustand scam of the baslc procusses of  growth and protrln ~ t a b o t l ~ ~ ~ .  
Atthough consldorable rnrk Far been don. on p l a m  prote in  turnwer In 
several laborstwles, met of 1) ls dffflcult l f  not taporrtbh te fn t rpret .  

r t l i  actuei ly measure protefn twnovw Is essential. 
method must be standsrdfzed on I brge aer ICs o f  n o m 1  lndlvldmls.  Aftor 
thls hss been adequately done th. wtudfr 8111 bf! extended b dfseO8* states, 
especfmity cancer, for the elucidatton of thr p t o t d n  abnoroslftim Irnmlved 
tn there condltfonr. 

1 0 FACILITIES A V A l U e L E  

In th. psst fw ymct, grnf8l 

The f h t  methad 

The second method 1rwoIve.s the adsfnfstratfon o f  OM or other o f  the pl- 

In the th f rd  sethod, the p l m  proteins of 

In l t ta l ly ,  -MI i nd lv I&a ls  and l s t u  Ind7vfdua~r sutfertng 

eastre- 

(See 2 below.) Befwe extemfve further lrwesl t t on  o f  t h l s  Important 
f l e i d  la made i t  i s  f e l t  t h t  a raproduclbfo an lntorprrtabfe method which 

It IS fe l t  that t h l ~  

Facitlttes aveilable w e  thare of the h p u h n t  of  P h p l o i o g l a l  
C h r b t r y  o f  the Un lvas i t y  of CollfornIa. A l l  neemswy I t -  o f  equfpment 
tncludfng fac i l f t f es  for h s d l I n g  and m t f n g  radJofsotopa, d l g a t f o n  
racks, eentrffugus, muffle furnaces, voltage s u p p i f ~  necessary for 

. . P L L  



I l b b 3 b 3  



DXUUWT SOURCE 

J. 8urson, S. A. et  el .  Tmcer E q ~ g ~ l m e n t s  wlth t l 3 '  labeled H w n  
S r u  Atbmint Dis i r lbu t lom and kgradat ion Studios. J. of Clfn. 
Invest. 32. 746. 8953. 

5 8 I O ~ P H l c A L  S K E W  

H. Tarver. Assoatfato Prof..sar of PhyslotoglaI CJtaIstry, thtvemtty 
of O l i f o r n t a  School o f  M u f I t h .  
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