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Doarm. mupr 
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This is in aonfirnation of our phone comersationr of 
this week Uri of last July. 

orwi accoI.dingly, ne are abpndoning this l i n e  of retwvQh. 

of data plus assembling of reports and/or plblications. 
funds rmaining in the  existin& oon t rac t  are adequate to complete 
all contemFlatbC mrk. Hovever, since b t h  t h e  graduate student 
a d  the under-graduate assistant have left the c a m ~ u 9 ,  it w i ' d  
be necessary to take several  months for me to wind up the last 
b i t s  of uork. Therefore, I am requesting an ertenslon of  time 
u n t i l  January 31, 1960 w i t h  no additional funds. 

I will not be .ddly for 
4*,-1-21481 i- m. m p a h  

e prejsntgines would ik€-%4 
There 

mma3.n t)B.-indtable scrttem&bits of rssrarah 
for  conclusion of a program, arrd of m s e ,  the f 1 -  -.. - 

1 The 

I W d  appreciate a reply with sufficient aopies (perhape 
'h- 1.. t h e  in mber) f o r  OUT iocdl uYrurustratlon. 

--* *..i + . .  - -'"cr *- =-....:-/ 

BEST CQPYAVAtU5LE 

1 0 8 4 3 8  .. , ,I. . .* - . 
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7 I Form OR-569 (2/53) 

Kr* Conuacr Board. From: -n;, I 
I 

REQUEST FOR CONTRACT ACTION (submit in  duplicate) 

Chairman 

7 
I t  i s  requested that the Contract Board take the necessary action to process the following described con- 
tract action i n  accordance with the provisions of Bulletin OR-O&h1-19: I 

2. Nature of Acuon Requested 

0 Selection of New Contractor and :1c] Modificauon of Contract 
Negotiation of Contract. No.kk&)-l)<@L 

C o n a a c t o r : W V e r S  i t y  of Florida 
Gainesville, Florida 

0 Review and approval of Contract, Sub- 0 other (Explain) 
conuac t  or Purchase @der. 
Number: 
Name: 

3. Nature of Services to b e  Covered by Conaact  

Construction 0 Architect-Engineer Other ( Expla in lResea rCh  

1 . 4. Fundin& 

I 
Amount to be  Obligated by this Contract Action 3 Nom 

I Source of Funds 

Approved OR0 Financial Plan, Quarter, Fiscal Yea r  19, 
Project No.-or, Activity No. 
Funds to be &ligated: Allotment No. (F.Y. 19- Funds) 

- - -_ - _  Procurement Directive No. Dated -\ -_ 
BuFng office 

Concurrence in Funding Statemenf: (signed) 
Chief, Budget Branch 

1 

5. Project or Activity to be  Covered by Contract Action: I 

Location of Work 
Estimated Cost of Work to b e  Covered by this Contract Action S 

Schedule: Date Work to Start 
Description of Project or Activity: 

Construction Directive No. I 
I Esumated Compleuon Date 

(If more space is required use separate sheers and a t u c h  hereto:) 

I 



8. Complete Description of Services to be Furnhbed by Contractor: 

Headquarters designated research contract 
TITLE: "A s t u d y  of  the Biochemical Results of Car- Treatments Given 

Patienta Suffering from Phenylpyruvic Acid Oligophrenia" 

(If m a e  space L required use separate sheets and atuch huetor) 

9. Dcsuiption of other chrnger to be covued by Modification: 
Modify contract to provide for the performance of  additional research 
to be completed not later than January 31, 1960, without additional 
funds. There d l  be no signif icant  change i n  the scope of the work. 

(If more space 1s required use separate sheas a d  am& h w t d  
P 

10. Negotiated Contracts. (Show why it appun destrable to negotiate new conuact or to negotiate 
modification to existing conoact) 

i Memorandum from W i l l i a m  E. Lot2 to Herman M. Roth dated 10-20-59 

(If m a c  space It required use sepuate sheeu and ana& hueto:) 

11. Conuactl, Submuacts, or Purchre O r d m  Submitted for Review and Approval: (Furnish brief ducrip- 
tion of action in this space and attach putincnt documents) 

None 

P 

12. Dlrputtr: 
A m &  a statement summuizlng the dispute together with pertinent documents and Background 
h W i r l .  

None 



FROM : 'dlliarn 5. L o t z ,  Xedical liesearch b a n c h  bsx- 
i i lvision of E i o l o a  and Hedicine, jiashington 

It is reccmmtnded that the period under CONTRACT NO. AT(hO-1)-2081 

be extended t o  Januarg 31, 1960, without additional funds. 

I 1 0 8 4 4 1  



I i Form OR-569 (2/53) REQUEST FOR CONTRACT ACTION (submit in  duplicate) 

i 1. Chairman 
From: Res. and Dev. 31~. TO: J. F. ?roore Contract Board. 

I 

It i s  requested b a t  the Contract Board t ake  rhe necessary action to process the following described con- 
tract action in  accordance with the provisions of Bulletic OR-OS:hi-19: 

2. Nature of Action Requested 

Selection of New Contractor and 
Negotiation of Conaact. 

Modification of Contract 
NO. AT- [ LO-1 -2081 
Connactor: University of Florida 

Gainesville, Floriaa 
c] Review and approval of Conaact. Sub- [7 other (Explain) 

connact  or Purchase &der. 
Number: 
Name: I I 

3. N a w e  of Services to be C o v u e d  by ConRrCt 

Construction 0 Architect-Engineer 0 Other i;zl (Explain) Besearch 
I.Ic3c..s 4 

! 
4. Fundin Amount to be  Obligated by this Contract Action $15,067 ..OO 8 

Source of Funds 

Concurrence in Funding Statement: (signed) % 
i Chief, Budget Branch I 

5. hojec t  or Activity to be  Covered by Contract Action: 

j 
i 

Location of Work: 
Estimated Cost of Work to be  Covered by this Contract Action S 

Schedule: Date Work to Start 
Description of Project or Activity: 

Construction Directive No. I 
I 

I Estimated Completion Date 

( I f  more space is required use separate sheets and attach hereto:) 

li 1 0 8 4 4 2  



r I I 1 6. Coaaact bard Docket 

I (To be assigned by 
No. 

Board Secretary) 

I 

8. ComDlete Description of Services to be Furnished bv Contractor: 
~ ~~~ 

_. > e z a y u r t e r s  designated resesrch con t r ac t  
TITLE: "A Study of t h e  Biochemical Results of  Certain Treatmen5s Siven 

Pa t i en t s  Suffering from Pheny1I;yruvic Acid Oligophrenia" 

(If m a e  space is required use separate sheetr a d  attach hue-) 

1 9. Description of o d ~ u  changes to be covued by Modification: 

I Modify con t rac t  to provide f o r  the performance of additional. research to i 
be completed not l a te r  than August 31, 1959, with new f'unds i n  the amunt I I 
of $15,267. i 

(If  more space is required use separate shea and am& huetw) 

10. Negotiated Contracts. (Show why it a p p n  desirable to negotiate new cornact or to negotiate 
modification to existing contract) , 

(If mare space b required use separate sheets rad am& huetot) 

I 

I 11. Contracn, Subcontracts, or Pu~chase (xders Submined for Fkvim and Approval: (Furnirh brief d w -  
tion of action in U space and attach pertinent documenu) 

None I 

12. Disputer: 
At-& a statement summarizing the dispute together with putlnent documents and Backpound 
tvtaterial. 

None 

1 1 0 8 4 4 3  



3 a g e t  f o r  Contract No. AT-(bO-i)-2081 
,--1-5\- - ' -:,-5. 

S a i a r i e s  anc hagea: d 9,%3.50 

3r. 9. S. .:~tr.ony ( l / o  tiEe acaderric j T . )  -$2,i13.00 
Smner Inves t iga tor  I, 300.00 
,?esearcn nssistsr.ts ana 'TecraiciarAs 5,332. bo 
Secretary 203.00 

d 3 Equipment and Supplies: 

To t a l  

-7 

The G C ' s  ccnwibuti.cn to t h e  a b v e  buaget w i l l  be $15,0b7; t h e  Con- 
t r ~ c ' v ~ r ~ s  c c n x i c u t i c n  -dil be " 5 , 3 5 3 ;  and t h e  esti-nated une-erded 
balance i s  .si. 

- *It i s  recognized that t h e  p r o j e c t  may receive addi t iona l  fSnancial  
s u F F o r t  as cescr iced in tr.e renewa Fro-psai. 

I 1 0 8 4 4 4  
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Resume' 

The Contractor w i l l  continue s tudies ,  in cooperation 
Sunlzcr! T r a i r i z ;  Center ( fozmerly c a l l e d  the .Tofic€a ?arm Colon;.), 
a S t a t e  0;' .;lor',Ca i n s t i t u t i o n ,  t o  e m l u a t e  f r o m  t h e  biochemical 
v i e m i r , t  ce r t a i r .  trq3.tyents Fiven natients suffprir.? f r o m  t h e  
.lzcy~Erc 
?mgrm .At:? m m r d i n g  of the  F a t i e n t s  w L l 1  co.zLThLe, t h e  s a w l i n g  
of ur ine beir,g :eq:i+=d IC crder  t o  f o l l o u  %e x e t a b l i c  pat terns  
involved in t h e  patients.  TracFr  s tud ies  w i l l  be c a r r i e d  out utilizing 
Carban-l& l a b e l l e d  phenylpyrwic ac id  and phenyl&anine, and the pro- 
gram will prokably be extended in the  s t u Q  o f  'the breaszowr, ;attern 
of t h e  p t a b o l i s m  t o  include Carbon-lb labeled y:ric?ox5r.e and tyrosine, 
with due s t t e n t i c n  t o  age of  pa t ien t .  

the  

.. 7 .  -, d.- .:r--- _ _  \.-; * - -  --./: * A  - c ZJCLd n: 2 .-,--i; w..--Amr~:a. .>TX P - F  - . . i L - l G : 4 b  =-- - - '=  san$Lr,g - *  

_*-- . .- - 



UNITED STATES ATCKtC EmER3y CCMMISSION 
WASEINGTON, D. C. 

Contract Authorization No. W-59-99 

TO : S. R. Sap i r i e ,  Manager c 

SUBJECT : EVND AUTHORIZATION AND TRANSMITTAL OF RESEARCH P T Foii 
CONTRACT mEGCrrIATION 

AEC 102/16 APPROVED CCTOBER 7,  1953, K3 IMP- BY MplCRANDUM 
TO MANAGERS, OPE3ATIOIVS OFFICES, DATED OCTOBER 23, 1953, J0II"LY 
SIGNED BY TEE DIRECTORS OF TEE DIVISIONS OF RESEARCH AM) BIOLOCY 
m M E D I C r n .  

REFERENCE : 

SYMBOL : R0f:m 

The research proposal described below has been approved by the 
Division of Biology and Medicine, f b d s  a r e  avai lable ,  and you 
are authorized and requested t o  negot ia te  a contract  i n  
accordance with the  fol lovlng terms and conditions:  

4. ( ) New Contract, ( x)  Renewal of Contract rJ0. AT(hO-1)2081 

s 5 Duration: 9/1/58 tllrough 8/3/59 

6. AEC ~ e c h n i c d  Representative: Bssga-ty 

7. Funds are authorized f o r  t h e  o b l i g a t i  h i s  contract  
as f o l l o w s :  

\ &&et Amount 
Allotment No. Category h . e V i O U S  This Action mtal 

I i O Q 4 4 b  



- 2- 
8 .  

" 

9 .  

10. 

. 

u. 

12. 

It is suggested that i n  the b e s t  i n t e r e s t s  of the government 
the following type contract be negotiated: 

It is requested that  the t i t l e  t o  any c , q i t s l  e q u i g e n t  pro-  
cured under t h i s  contract s h a l l  be vested with: 

( x )  the contractor; ( ) t h e  government, 

If radioisotopes are t o  be used I n  t h i s  research, it i s  re- 
quested t h a t  the  savings avai lable  t o  t h e  contractor  under the 
Radioisotope Research Support Program (Ref. AEX Manual Chapter 
7510) be considered i n  the negot ia t ion of  the  amount t o  be 
flmded under t h i s  contract. 

Securi ty  R e  gui rement s : 

In accordance v i t h  the provisions of Chapter 3403 of  t h e  AEX: Manual 
and the  recpireme3ts of the Declassif icat ion Guide, it has been 
determined t h a t  the following secur i ty  precautions should be taken 
i n  connection w i t k  the Dro-posed resesrch contract:  

Since there is essentially no chsnce for  the development of 
restricted data, this project has been placed in Category I 
as defined in Cbp*r 3403 of tbe AXC Manual. 

13. Reports: ( x) Reports are t o  be required as provided f o r  by 
"Eevised Guide f o r  t h e  Submission of Research 
Proposals" dated February 6, 1954. 

\ 

( ) spec id  reports i n s t r u c t i o n s  are as follows: 

Znclosures: ( x) "A" - Proposal., dated . .  ( x) "B" - Notification l e t t e r ,  dateii SEP 5 LI. -a 
( ) "C" - Other correspondence, none l e t t e r s  

Distr ibut ion:  

Addressee: Original (w encl.) Division Mle :  Yellow copy (w encl.) 
pink copy (w/o encl.)  

Branch File: White copy ( w  encl.) 

1st copy (w e n d .  ) 
2nd copy ( w  encl. ) 

White copy (w/o encl.) 
Program Analysis Branch: 
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at e eo& in acsss of $2,000, A ~lbb' pH neter wag also OW for sipdzar 
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TO : Addressees Us ted  Below 

FROM : John R. Moore, Director, Contract 

SUBJECT: CONTRACTUAL DOCUMZNTS FOR REVIEW, 

t 

The document(s) l i s t e d  below a r e  forwarded f o r  your rsview, 
i n i t i a l s .  
any, and forvard t o  next i n  turn. Expeditious h a n d l i q  
be appreciated. 

U?on completLon of your reviex,  please a t t a c h  

DATE: September 27, 1957 

Divis io/ 

CCKENTS A N D  INITIALING 

* 
\ 

6, - 

RETUEN TO: 

Alice Brown Contract Divisim Tel.: hn9 



office Memoyundgm UNITED STATES GOVERNMENT 

TO : J, H. Ould, Jr,, Assis tant  General Cocnsel DATE: Sec%ember 20, 1957 

SYMEOL: ACCIBSH 

Please presare an apropr ia ;e  modificEsion t o  the  subject cox?tract 
t o  extend. %be per iod  to .;uT:st 31, 1952, w l t h  new fcnds ir! the  amount 
of $12,662. 

b 3eauest f o r  Cont rac t  Action date? Spnt-.kOr 16, 1957, frorr! 7 .  3. 
Shoup of t t e  Resezrc?, aii 3evelopnest i i v l s i c n ,  is at;achea f o r  , p u r  
us eo 

I 
3 c  losures : 
1, Zeqxest for  Cont. Acti,xi 
2. Budget 
3 .  ?esmel 
4. Cont. Auth. E%5%?0 
5. Proposzl 

CC: C.S. Shoup 
L. D. !dacKay 
. c  .-rt T., x ’ex::. I., 2 P; I! 

I 1 0 8 4 9 8  



I 
t i Form OR-563 ( 2 / 5 3 )  

1. Chairman 

REQUEST FOR COEiTRACT ACTION (submit in duplicate) 
____ - 

I From: 11, - c r -  . ': - 9 - J .  i'l. T'O: 2 ?? . ! f 3 O E  Ccnrract B a r d .  
- -- -~ ~ -- - ~ -  

I t  i s  resuestzd that thc Contract Board take rht. necejrdr): action t t ~  process the following described czn- 
tr3c'I d;tltIfi 11: Jccordanctl With t h e  pr ' . V I S I ~ ) ~ S  Sc:!<tiR CR-OkhI-:?: 

.___ - 1 
2. Nature of Action Requested 

Sclection of New Contractor and 
Negotiation of Contract. 

n 

Review and approval of Contract, Sub- 
COnUaCt or Purchase Order. 
Number: 
Name: 

I 

3. Nature of Services to be Covered by Contract 

3 

Construction Architect-Engineer E Other (Explain) h C e 5  rch 
hB_ 1 

4. Fundin 4 
Source of Funds 
LA_- 

Amount to be  Obligated by this Conuact Action $17,562.JQ 

Approved OR0 Financial Plan, Quarter, Flscal Year 19- 
Prilject No. or, ~ c t i v i t y  so. 43 30 
Fucds to be Obligated: Allotmenr No&-kl-g/(* F.Y. 1 9 s  Funds) 

Issuing Office D I u . Sl~/b * v 
I Procurement Direcuve No. 6 Iy- X-  

--------------_----_--------------------------------- 
Concurrence in Funding Statement: (signed) I 

Chief, Budget Branch 
- - - - - - __ ___ 

5. Project or Acuvity to be Covered by Conuact  Action: 
---- 5 - -. -- --- - 

Location of Work: 
Estimated Cost of Work to b e  Covered by this Contract Action I 
Schcdule: Date Work to Start 
Descripuon of Project or Activity: 

Consauction Duective No. 

Estmared Completion Dace 
I 

( I f  more space is required use separate sheets and attach hereto:) 



. i 

I 
6. Contract Board Docket I 7. Request Submitted By: ( s i p e d )  -> 

D a w L W i t l e :  

Rcjc_Arc,.,  DLVCLOPMENT mwsl 
C. - 
CHIEF, 6 1 O C o ~ y  

No. __ _ _ _  
(To be assigned by 
B m r d  Secretary) I 

- . - ...~ ~~ . - __- .-- ~- ._ __ --_____ _ _  -_ _-I_- . . 

P. CGmplere Description of Services to be 5:rnished by Csnnactot: 

i e ; ~ s . - ? r t ~ r z  zEs;gr.?ted r ~ . s z i r : ? -  c 2 ? t r = c t  
TTTL:: 

_ _ - - ~ -  ----~..-~ . . ~  -----sriL-----.-- -_P_- 

. .  
" 2  Stu?:; 3f t h e  Eiochenlcal aesults of Cerbiin Trea tTents  Siven , 
E? t i e n t s  b u f f e r i n g  fmn  ? r . e ~ g l ; g ~ u v i c  :.cLc 3ligcqk;renia" 

(If m&e space is required use separate sheets and attach hereto:) 

9. Description of ocher changes to b e  covered by Mdification: 

Locify contract  t o  extend the  r e r i o d  t3  August 31, 1553, with  new fgnbs 
i n  t?.e arnount of 512,662. 

(If more space is required UK separate sheets and am& herem) 

i 
10. Negotiated Contracts. (Show why it appears desirable to negotiate new conuact  or to negotiate 

modification to existing conuact)  

(If more space is required use wparate sheeu and ana& haem:) \ 
I 11. Contracts, Subcontracts, or Purchase Orders Submined for Review and Approval: (Furnish brief descrip- 

i tic:. Jf action in this space and attach pertinent documenu) 

- ____ __ ____ 
12. Disputes: I - 

Attach a statement summarizing the dispute togerher with pertinent documenu and Background 
hiaterial. 

I .. 
3EE 

532 



*'. Cverhsad: (53.31% of s a l a r i e s  charged t o  ASCI 

m,-m * . . - L  



The bontr&ctor, w i t h  cooperation of t he  ?ic,rida ?&mi Colony, w i l l  
continue s tud ie s  of the  metabolism and biochemical r e l a t i o n s h i p s  
of Thenylalarlne, ty ros ine  , phenylpyruvic ac id  sx! t h e i r  r e l a t i v e s  
Ir! t r a z w i  ,nl= untreAtec r8en%al p;atienzs, I x 1 u a i r . g  aevelopnent of  
s u i t a b l e  a n a l y t i c a l  procedires 
ccnt ince t o  detervzne dosage i n t e r f e rence  wLtb. phenylpyruvic a c i d  
ar.a?.;sls, c:xrces cf t h e  c a r b c y r l  E r O ' i ? ,  az i  vzrlc.-,c m d e s  of 
* ; t i l i za t ic?  of 1r;Seling. Se?aration, i d e n t i f i c a t l c n ,  a d  a i a n t i t a t i o n  
of comr.cnds excreted will cor.ti?r?e 

acconrlisked . 

Stud ies  of excretory products w i l l  

Clh-lajeled Ykenvlypivic  acid 
- -  . . -  ~ ~ ~ - . - r - ; - z : . : . - , ~  17;;; : e  >st,: t: f,-c:'.ry <-.c L~:<-.~.:,J-.: x.-py hLreaij' 

C. S. Shoup 



' UMTED STATES ATOMIC EN'EFGY COMMISSION 
WASHINGTON, D. C. 

Contract Authorization No. m-5- 
~ -_  . - -  .- j - - -  TO : S. R. Sapir ie ,  Mesager *:37 

oak Ridge operatiom Office 

Mvision of Biology and Medi 
FROM : W h S  Ye ShIUAD& M e  De, 

SUBJECT : EUND AUTHORIZATION AND TRANSMITTAL OF ZSE.il??F! RCPO AL FOR (.Y CONTRACT NM;CVIATION 

IEFZKENCE : AEC 102116 APPROVED OCTOBER 7, 1953, AS IMPIDENTED BY MEMORANDWI 
TO WAGERS, OPERATIONS OFFICES, DATED OCTOBER 23, 1953, JOINTLY 
SIGNED BY THE DIRE'CI'ORS OF "HZ DIVISIONS OF RESEARCH AND BIOLOGY 
m MEDICTNE. 

The research proposal  descr ibed below has been approved by t he  
Division of Biology and Medicine, f'unds are  avai lable ,  and you 
are authorized and requested t o  negot ia te  a contract  i n  
accordance with t h e  following terms and conditions: 

1. Ins t i tu t ion :  vniversity of Florida 

\ 2. Invest igator  (s): Isvld 8. Anthony 

\3. Title: "A Study of the Biocbeznid Results of certain mtanents 
Given Pstienta Suffering frcan phenylpynmic Acid Oligo- 
P-" 

' 4. ( ) New Contract, ( x)  Renewal of Contract No. AT(b-1)2081 

5 .  Duration: 9/1/57 through 8/ 

6. AEC Technical Representative: 

7. Funds are authorized for t h e  ion of t h i s  contract  
as fol lows:  

Budget Amount 
C a t e g o 2  Previous T f i i s o n  Total  

.L( 06-8b91 (24) 6320 $ 13,124 4 13,324 



-2- 

8. It i s  suggested that i n  the  bes t  i n t e r e s t s  of t he  government 
\ the  following type contract  be negotiated: TIrpIo-mnn 

9 .  It i s  requested that the  t i t l e  t o  any cap i t a l  equipnent pro- 
cured under t h i s  contract  shall be vested with: 

\ 
( x  ) the  contractor;  ( ) t he  government. 

10. If radioisotopes a re  t o  be used i n  t h i s  research, it is re- 
quested t h a t  the  savings available to  the  contractor  under the  
Radioisotope Research Support Program (fief. AEC Manual Chapter 
7510) be considered i n  the  negot ia t ion of the  amount t o  be 
W e d  under t h i s  contract .  

’ 

12. Security Requirements: 

In  accordance with the provisions of Chapter 3403 of the AEC Manual 
and the  requirements of t h e  Declassif icat ion Guide, it has been 

. determined tha t  t h e  following secu r i ty  precautions should be taken 
i n  connection with the  proposed research contract: 

Since there I s  e s s e n t i a l l y  no chance fo r  the developrent of 
restricted data, tbis prodect has been placed in Category I 
as defined in cbspter 3403 of tbe 

( x )  Reports are t o  be required as provided for by 
“Revised Guide for the  Submission of Research 
Proposals’’ dated February 8, 1954. 

-. 
13. Repo*s: 

\ 

( ) Special repor t s  ins t ruc t ions  are as follows: 

D i  s t r lbu t ion :  

Addressee: Original (w encl . )  Division Mle: Yellow copy (w encl.)  
pink copy (w/o encl. ) 

Branch Mle :  White copy (w encl.)  

1st copy (w end. ) 
2nd copy (w e n d .  ) 

mite copy (w/o encl.  ) 
Program Analysis Branch: 



u N I * /  E RSlT Y 0 F FLO R I DA 
G A I N csv I LLC 

The rineacial report on this p r o j e c t  i s  d i f f i c u l t  to portray c imrb.  
Part of the trouble Us8 In the very differsat cost  ategorise, accourrt- 
i n p  methods, etc.  used narc in contra8t to those a t  mjor A.E.C. 
h s t a l h t i o a s  with uhich we are both nore famil iar.  
reconstruct the figures and the methods by which they were obtained. 

I w i l l  t--y t o  

The projected further expense (BevLsea FiDanclal  ikport), excl -a ive  
ol' overhead, totals $7,618 ($3106 and $bo12 and $500) .  
of overhead chargablo to the A.E.C. s h a l l  be 
*Ida an sst imoted additional overhead charge of $l,43 ($7618 x 0,s). 
m s  $lU added to the $394 already axxm nded t o t a b  #lh9?. In tbs 
o r b h a 1  propod,  u8 raked the A.E.C. far 51959. 
you have noted is $&& 
the $35& already expanded. 
fiaken In to  account. 
anticipated is  reduced to $3,275, 

ApplyLng the r u l e  
of totpl contract, 

' h e  dlffcrtnce, 88 

The figure of $816 d i d  not take Into a c c o m t  

Therefore, the amount of insrpSndsd A.E.C.  f d  
O f  courdo, for 8 f-1 ha, this mSt be 

I hope U be In Oak Ridgo for a day naxt week. If so, I Wiy 

certainly c a l l  you ar.d can answer any further question8 you might have 
a t  t h a t  t i m e .  

Sincerely, 

D s A r l t  



. .  * -  

Dr, C. S. shoup, chief 
Biology Branch 
Researpfr and Develapnent Mvision 

oak wdge, Tsnnessee 
United States Atomic Energy Ccmisslan 

Dear D r o  shoup: 

I am 801Ty that the report and proposal subnittad m a  
fist a3 cm?lete as desired, I Kill know better the next time. 

Sincerely, 

DSAteb 



. I  

CORRECTIONS FQil TGTfi  COST BUDGET 

(Renewal of Contraot Noo AT-(40-1)-2081) 

- -  
propod  correct as submitted 

C, Travel 

A n  error in  transcription during calculation of overhead 
resulted in an error in the anount of mefiead contribution by 
the Udversity of Florida, and, therefore, a corresponding 
error in total cuntribution by ths University and in the totals 
f o r  the prcposed c m u - z c t G  
should be oorrected to read: 

.ilia 0i.erheaB ana Totais sec"tions 

$ 1,980 I 

G 6541 
JUL2 5 1957 
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1. TITU OF FROJECTI 
treatamnts given patients suffering h.am phenylpgnmio acid oligoPhrenip0 

2. LQCATIONr Wversity of Florida, b-nt of Chemistry, in COopersUan 
w i t h  the Flo* Fann Colony (Florida sta te  institution for mens 

3. SCIEZ4TIFX BACKGROUNDt The sdentiric backgruund was given in detail 
in the original praposal and ma mmnaxlzed in tbe pmgmss r%porto 

United S t a t e s  Atomic Energy Cordsslcn) during the mod S-kr 1, 1956 

A study of the bioohemical results of cerb5.n 

defectives). &tb are sitrvted a t  GaImmdlle, Florida, I 

Finoadpl mprp0j.t fbab f s d d  agenaba almmtai to $lj,oZz (m the 

I 

1 P 

( c )  Sunmer investigator - To be appointed, This IIBL~, of eqUivdBzlt 
or greater competence, w i l l  be selected fmm the bst  available s d e n W c  
talent to work rull tjme for two mths in the summer. 

(d) Rttdiolo$st m ~ m l t a n t  - If the develo-t of a Fadidog 
Lepar-baaC in the L‘nivarsiQ of Florida Medical School occurs at the time 
a radiologist I s  needed, it may not be rrecessary L;o use any A i x ~ d c  M r g y  
Cornisston PLmb for L I S  itori, 
this proposal, sin- one w i l l  be required for clonsultation during the 
acM.rdctmticn of trzcers to hwszs  ed to conply with t ? a  r q a i i i n t s  
fo;. a h m a a  i s o b p i c  saterials Ucexse. 

Emmrer, a rsdiologist is ir-eluded in 

# 

f 1 0 8 4 1 0  
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8 ,  
some of the date obtained) anc! to the laboratories or hospitals of other 
investQators in the field. 

?xAvEL: Travel will be both to s d e n t i f i s  meetings (perhops to report 

In this m e r ,  I t  is believed unnecessaxy 
dup&ation Can be avoided, and W - 3 8 - g  idas Can be BXChQngedo 
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(6) 
53*01$ of aalarlea which is $3742. 
pay $2079 which I s  1% of the total budget q u e s t e d o  
$1663 i s  being contributed by the University of Florida. 

Opsrfiead at  t k e  Wvers i ty  of Florida is calculated an the b a h  of 

s o  difference of 
The A, E. C. is being requested to 

E I O 8 4 1 5  





Ofice Memordndam UNITED STATES GOVERNMENT . 

TO : J. W. O d d ,  Jr., Assistant General Counsel DATE: SeAzmber 1.3, 1956 

FROM : John R. Moore, Director, Contract Mvision 

SYXBOL, ADC:RGH 

Please prepare an appropriate contract for a period of one year, 
begim-ing September 1, 1956, with Canmission h d s  in the amount 
of $15,022, in accord with tb attached program and budget. 
Designate Hr, Davld So Anthony as Senior Investigator. 
provisions f o r  compliance with AX Hanual Chapter  7510, 

Inclucl. 

3equest for contract act ion f'romthe Research and Development 
Division is enclosed f o r  your use. 

Enclissures : 
1. Reqst. for Cont. Actioll 
2. Budget breakdm 
3. Program r e s u e  

5 .  Troposed Project 
:*!em0 8-26 fm irlash. Div. af Biology h Mediche 

CC: C. S. Shoup 
L. E. :-lacKay 
b. Brawn, u/cy encls 1, 2 and 4 

t 1 0 8 4 1 ' 1  



I Form Oi7-5i9 ("53) 

1. Chairman 

REQUEST FOR CONTRACT ACTION (submit in duplicate) 
- _ -  ~ _ _ _ _ _ _ - -  - ~ -  

I TO: J. R. Moore Ccntract Board. From: Res. & DeV. M V .  
______ -. . 

I t  is requested tha t  thc Contract Board take the necessiry action to process the following described con- 
t r J i t  3:tion i n  acccrddnct: X I I :  tne pr irisions of Eu:!,-m L'R-03iM-10: 

- - 1 
I 

! 

2. Nature of Actioa Tequested -- 
7 .-. :x Selection of New Contractor and - Modification of Contract 

Negotiation of Contract. KO. 

Gainesville, Florida ! 

I 

j University of Florida Conaactor: 

i 0 Review and approval of C o m a c t ,  Sub- Other (Explain) 

! contract or Purchase Ckder. 
Nu m b er : 
Name: 

. .  

I 3. N a m e  of Services to be  Covered by Conaact j 

Construction a Architect-Engineer 0 Other (Explain) Research 

4. Fundin Amount to be Obligated by this Contract Action 6 1s ,022;m 
. .  . .  

8 
Source of Funds 

Quarter. Fiscal Year 19- Approved OR0 Financial Plan, - - _  
Fraject No. or,  Activity No. k - ' 
Funds to be Obligated: Aliotment No/'- ''.'''.-' (F.Y. 1 3 s  Funds) 

i I 
I 
- - - - - - - - _ _ _ _ _ _ _ _ _ _ _ _ - - - - - - - - - - - - - - - - - - - - - - - - _ - - - - - - - -  

Concurrence in Funding Statement: (signed) 
Chief, Budget Branch 

-. . -. .. - - -. -. - ___. 

5. Project or Activitv to be Covered by Conaac t  Action: 

Location of Work: 
Estimated Cost of Work KO be Covered by this Conaac t  Action S 

Schedule: Date Work to Start 
Descripuon of Project or Activity: 

..-_--- _.-c.---z-L-=---.L- ---- -i - = -  .- ---- 
Consauction Directive No. 

Esurnated Completion Date 

j 
:If more space is required use q a r a t e  sheets and attach hereto:) 

I I 0 8 4 1 8  1 

/ /  



7. Requbst Submi 
D a r e ?  ' - .  

I 
I 6. Contra :t Board Docket 

NP. - - -___ 
(To be assigned by 
9od.d Sefretary) 

I 
. ...-- .- - - - . . - . ~ ______.___ 

a.  Complete Description of Services to be FL-rtished bv Con- actor: 
iy _.________ I 

Washington designated research contract . 
TITLE: .A Study of the Biochemical Results of Certain Trea tments  Given ' 

Patients Suffering from Phenylpyruvic k i d  Oligophrenia" 

(If more spacz is required use separate sheeu and anach  hereto:) 

9. Description of other changes to be covered by Modiffcation: 
I 

New contract  f o r  a period of one year, beginning September 1, 1956, with 
Commission funds i n  the  amount of 815,022. 
as Senior Inves t iga tor .  
Manual Chapter 7510. 

Eesignate Dr. David S. Anthony 
Include provisions for compliance with AEC 

(If more space is required UK separate sheea  and attach here-) 

10. Nepotiated Contracts. (Show why i t  appears desirable to negotiate new contract or to negotiate 
I modification to existing contract) 

Memorandum f r o m  C. U. S h i l l i n g  to S. E. Sapir ie ,  deted August 28, 1956. 

(If more space is required use separate sheers and attach hueto:) 
L 

! 11. Conaacts, Subcontracts. or Purchase Orders Submitred for Review and Approval: (Furnish brief dercrip- 
K~JZ si asuon :n this space and attach pertinent docummu) 

None 

- ._ - - . - - -. . - - _ _ _  - __ - - - - . - - _ _ _ _ _ _ _ _ _ ~  
I 12. Disputes: 

! 

Attach a statement summarizing the dispute together with pertinent documenu and Background 
Xla tcrial. 

No ne 
I 

i 
I I 



WiXET FOR NEW WNTRP.(X - DR. D CVID S A?.THONP 
FOR PERIOD 9-1-56 - 8-31-57 

, i"; Salaries  and Wages: 
Dr. D. S. Anthony (1/5 of time for  9 months 

Full time for 2 months) $4,530 0 0 0  
Research Associate 900.00 
Research Assistants and Technicians 5,983.00 
Radiologist Consultant goo.00 
Secre tam 3 0 0 . ~  

r'; Supplies and Equipment: 

?' Travel: 

. herhead  (53.016% of s a l n r i e s  charged to EC): 

MTAL 

- .  - . .  - . -  
The Comission's contribution to the above budget w i l l  be $15,022. 

c / 

$ 12,613.00 

$ 23,587.00 

I 1 0 8 4 8 0  



D& mvm s. ANTHONY, 
Associate Professor of Chemistry 
P r o j e c t  Leader. 

A STUDY OF THE BIOCREHICAL .RESULTS OF CERTAIN TREATMENTS GIVEN 
PATmfTs slJFmuN - G FROM PHENYLPYRUVIC ACID OLIGOHIREHLIL. 

The iontractor, in cooperatian with the RoFida Fam Colony, will develop analytical 
?rocedures and determine the metabolism and b i o c h d c a l  mlationships of phenyl- 
alanine, tyrosine, phenyl-dc acid and their  relatives I n  untyeatcd and 
py;.idoxins-trca *A d mental p ti  cn*u8, u t i l i z i n g  i so  t o p i c a l l y - l b e l l e d  c q o l m d s  
iq developmtnt of the methodology and in human metabolism studies. It is 
s l a m e l  +ht  Sarbm-lh or o t h e r  , c i t a b l s  rarlicisot3;es *dLll be ;sei. "he 
k t a b o U c  fate of compounds used in trcatnent will be foliowed, and products 
3f pi.er,y'hlanine netabo1fs.a w i l l  be determimd, in relatim t o  coup'lirgs, 
various reacti-re groups i k r ? t i f i e d ,  and hydrogen transfer. In v i t r o  studies 
will be =de on liver and kidney tiames, ud p w s i b l y  on b i r p 3 e r l a l .  
In  associaticm with the program, organic syntheses maybe ut i l i rcd  or developed, 
oad labelling with radioisotopes other than C - a ,  posstbly deuterium or 
trl:im, W i l l  be a part of the procedures depending on work reqiilred. Tha 
influences of Tarlous aacunts of accessory substances on metabolic pathways 
vi11 be determined. 
clinical treatment and will develop the basic biochemical bases for c l i n i c a l  
trea<rzxt .  

Results from the vork proposed w i l l  have bearing on 

c ,  s, Shoup 

I IO848 1 



UMTED STATES ATCMIC ENEH;Y CCMMISSION 
WASBIPSGTON, D. C. 

SUBJECT : FUND AUTHORIZATION AND TRANSMITTAL OF RESE.LTH PROPOSAL FOR 
CONTRACT NEGOTIATION 

REFERENGE : AEC 102/16 APPROVED OCTOBER 7, 1953, AS IMPLFSIENTED BY MBlORANDUhl 
TO WAGERS, OPERATIONS OFFICES, DATED OCTOBER 23, 1953, JOINTLY 
SIGNED BY THE DIRECTORS OF T€E DIVISIONS OF RESEARCH AND BIOLOGY 
.m MEDICINE. 

SYMBOL : By:- 

The research proposal described below has been approved by the 
Division of Biology and Medicine, funds a re  avai lable ,  and you 
are  authorized and requested t o  negotiate a cont rac t  in 
accordance with the  following terms and conditions:  

* 1. I n s t i t u t i o n :  Wvenity of RarlQ (and hrr ~ 0 1 ~ )  

2. Inves t iga to r  (s): hri$ 8 .  

' 4. ( 1 )  New Contract, ( ) Renewal of Contract No. 

5. Duration: 0114 ye= 

6. AEC ~ e c h n i c d  Represerrtative: J- 

7. 
,w 

hrnds are authorized for  the obligation of t h i s  contract  
as follows: 

CI 

Budget Amount 
Allotment No. Cstegory Previous This Action Total 



-2- 

8.  It i s  suggested that i n  the  bes t  i n t e r e s t s  of t he  government 
the  following t y p e  cont rac t  be negotiated: LtoIpdlp 

It i s  r e w e s t e d  t h a t  t he  t i t l e  t o  any c a p i t a l  e p u i p e n t  pro- 
cured under t h i s  cont rac t  s h a l l  be vested with: 

9 .  

(I ) t h e  contractor ;  ( ) t he  government. 

10. If radioisotopes a r e  t o  be used i n  t h i s  research, it is re- 
quested t h a t  t h e  savings ava i lab le  t o  the  cont rac tor  under the  
Radioisotope Research Support Program (Ref. AM: mal Chapter 
7510) be considered i n  t h e  negot ia t ion of t h e  amount to be 
f'unded under this cont rac t .  

In sccordence with the provis ions of Chapter 3403 of the  AEC Manual 
and the  requirements of t h e  Declass i f ica t ion  Guide, it has been 
determined t h a t  t h e  following secu r i ty  precautions should be taken 
i n  connection with the  proposed research contract :  

S h c e  thare I# emen- LIO for the dwelopnent of 
raskrlthd data, thit WqJeet haa been p l a o d  in Catmgory I 

( X )  Reports are t o  be required as provided f o r  by 
"Revised Guide for the  Submission of Research 
Proposals" dated February 8, 1954. 

liil Mibed saachp%8r w3 ei tho Iw: YIrmlt. 
13. Reports: 

( ) s p e c i d  repor t s  i n s t ruc t ions  are as follows: 

Enclosures: ( X )  "A" - Proposal, dated 
( X )  "B" - Notif icat ion l e t t e r ,  dated A I J ~  2 
( ) "C" - Other correspondence, none l e t t e r s  

*??:: 
- c _  

Distr ibut ion : 

Addressee: Original (w enc l . )  Division Mle :  Yellow copy (w encl.) 
Pink copy (v/o encl.) 

Branch File: White copy (w encl.) 

1st copy (w encl. ) 
2nd copy (w encl. ) 

m i t e  copy (w/o encl. ) 
Program Analysis Branch: 

G I 0  9 0 9 0 5 2  
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.. . . 

I, TfTLE: A study o f  the biochmical r e s u l t s  o f  certain treetmmts given 
potlenta sufferlng f r o m  phenylpyruvic acld ofigaphrenia, 

2, tfJCAV1134: Work t o  be done at  Florida Fam Colcny (F!G. s t a t e  I~stltutlcn for 
mental defectlves) and at Department o f  Chemistry, h I w r s 1 t y  00 Fla,  Both 
Institutions are at GafnesvlIfe, Florida, 

3, SClENTiFlC EUCKGROLND: Pbenylpyruvlc acid  01lgapSr~nia Is a mental daftclency 
syndrome Inherited as a Mandelian recessive character and Is exhiSIZed by about 
0,s of a l l  mental defectlvrs In t h i s  csuntry, The syndrme I s  associated 91th a 
disturbance o f  phenylalanine metabolfm, resulting fn very h i @  t l a o d  phzaylalanine 
levels. A certain fraction of th is  phenylalanine Is dearnlnetad In the kidney and 
1s then excreted vla the urine as the abnormal compound, phenylpyrwlc acid. T ~ Q  
Syf idPGc2  "Jt9  flips described by 61 t ing ( t )  ii. 1934 end l u t e ?  by P2n:csc 2nd 
Quatsel (2) in 1937. In 1947 Jervis (3) shewed that the ftindamntal natabolic 
error In phenolkatonurlu (one of the ra Jar syroptom of phenylpyruvic a l  igophrenie) 
14 a reduced ablllty t o  bring about hydroxylation, u Paifure 00 tGnverP 
p h a y  1 o Ian1 ne to tyrosi ne, (pnrahydroxyphzTy la I ani w). %?e enryffie conver-i i ng 
phenylalanlne t o  tyrosfne was isolated ftm r a t  l i v e r  by Udznfriend--and Cooper (4), 
Tine I i r e r s  sF p5enytketonorIc ha-xl?.; ' r " ~ 2  cxzzizz! ! : ! ? : I  t.h.2 4ccix i  ;u:z : .: 3:z>- 
f r iend a n d  Couper by Jervls (j), who cauld find no evidence o f  conwerslon o f  
phenylaloninesto tyrosine, a l t h o q h  cmfrc31 liver3 s!xsre hiGh c a v e r s i s n ,  The 
r e l a t i o n  of phenyiaianine to tyrosine and the various netabolic defec ts  asscclated 
u i t h  tho metabolfan o f  these amlao acids are suarnsrtzed in the diagram on the 
following page, (adapted from Oalgllesh (6)). 

entirely clear. For  example, it  I s  no t  cartaln whether the severe degree o f  men- 
tal deficiency exists from birth or develops in infancy. The dlsessr 13 associ- 
ated with a Severe dcfect in nyeijnation. some of tbe autopsy findings suggest a 
progresslvc dm;al!nstlon of areas uhlch k d  5ecn pi-Z*;iaCSly sytl fr.c?Zd, .l!vci-d, 
e t  al ,  (7), although the evidence i s  not wnclusive. Phenylpyruvic acid oltgo-  
phrenla seem to f a l l  In the group of progressive deterloration diseases o f  the 
brain vharc Ph4 bchavicral patterns o f  th:! g a t l e n t s  s x  those of 3 psychcsis,  ra45zf 
than that of a brain d m g e  In a localized area. In phrnylpyrurtc oligophrenia 
Phc Fctlents z93i-i a c3arzct;rlstic I!gc? ccr?laxicn, 
may be due t o  either a lack of tyrosine or to lnhibltlon o f  soma o f  the & p e s  
by the abnormally hlgh blood Ievels of phenylalanlne o r  both, according to the 
work o f  Dancls and Ealis (8). 

- 

The zedlc8l f l n d l q a  concerning phenylpyruvic acld oligophrenla are not always 

3 1 s  2 5 s c c z ~  c f  ? i \ n m t c t f c z  

The considerable blochemlcal and medical Information on ofigophrenla has not 
resulted i n  the development of a ptactlcol treatment effective In halting the 
progrestlre devQiopnont of Ohis dJsease, "?I4 very expensive and d f f f i c u l t  pro- 
cedure c f  aalntaining pa8ientr; on a die-? vzry  I G Y  I n  pbcnylcteninc used by aickel, 
e t  a!, ( 9 )  among othars was the curly effective treatment prior t o  the inltiatlon 
o f  the  present work f o r  W l c h  WQ a re  seeking s u f p - t ,  



Phony la I an1 ne 
blocked In phenylpyrwlc 

acid oligophrenle 
(pheny I kotonur i a) 

Ty r os i n e 

Hcragentislc scl d (2,5 d l h j d r o ~ ~ ~ h ~ ~ y l a c e ~ i ~  a r l d )  
ai 

CK 

I 
u b t o c l i e d  I n  slka 
-I kaptanurla 

Acetooce't I c n t l  d, etc. 



The associata, I2vcs?i gstcir (Z,:IoC,) nstcd  c t  t i * : Q  Fli~r!S!  Far: C3iz;:y * i b t  
oiipoplrrenlt  patients t;>s retzi;.sC viPzzSn B 
improved, 
pyridotfnc (ur311y) per patient par day, The petlcnts lost their usual Irrlta- 
bility, t h e  eplteptlc-type selzures wnlch ordinarily would havo become progrts- 
s fve ly  rircc frequent and acre violent b2rn.e less fraqumt and less vlofent, 
The pyridoxfne treatmznt caused phenylgyrvvlc acld t o  dlsappear f r o m  t h o  urfns of  
ol igcqhtenlcs ,  T h i s  iattcr resulY was not  a t  a l l  in  8cccrd with the  reasoning 
which prompted the original use o f  pyridoxine. mi8 vitamin MS known t o  be an 
es.sontial c o t u c t u r  i n  ffcmnination-ttansa?n~?lon reactions o f  amlno acids. 
Accordingly, I t  was thought that pyridoxine mlght assist  the deamination o f  
phenylalanine Po phmylpyruvlc a c l d  ( in ti12 Lfdnejj) wlth a resuftant lowering o f  
blood phenylalanlne levels and an outpouring of phenylpyruvlc acld in the urineo 
Obviousfy, samethlng else happened, 

Because the  trea'tmeirt was so pranising,thc few known bicchenlcal resui ts 
wore so unexpected, blochmlsts at  the Unlverslty o f  Fla. were called in. A t  
t h i s  time (F& 1956) the ptlnclpal Investigator and his assistant began a b l o -  
cAml cat study of the 0 1  I gcphr2:illc pa? i c a t s  5 6 f O r d  m d  cft2r syri 6Gzi c ; ~  Zreatzzr,to 
Altogether, the two Florida s la te  Insti-tutlcns have supported the wark t o  ths 
exten? rrf cwr S2jC.O f c r  d r u ~ 3  XL? ?re-rs<:ed sslary i t c s  ~ l o f i ~ ~  
that Pilo I lniPctd bcdgats a t  tix tso ire": , d . ; t u t i ~ x  ccn continue t o  s u p p ~ r l :  t h e  icrk 
at  t h i s  rata or' expeaditure, 

( p ? : f & x i i i c )  ver2 skbjsrtively 
I t  was detarminad that  t h e  dosage required was E?EIsslve, ubou? 300 mg, 

* 

13 i s  u:!ikc?!y 
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Perhaps t h i s  new appraoch vf  I 1  stimulate further mrk in t h e  ff.oId. A r w i w  
o f  the l iPQPaYL!r t  indlcstcss that  vary l i t t 1 o  nnrr work on o!lgcphreaio h ~ 3  bcm i a  
progress dutlng the past yeix'. This Is mCersYnnda3le since t b a  rnc2nbcllsii o t  
p;x!nylaIsnSna i s  cpparently Wclf knorm, t h e  bsslr b i o c k - i s t r y  o f  ciigc.;-'?.renla h:s 
been described (apparently), and there has even bean s a w  sttidy of the Isalated 
anzynos Involve&.-but no treatment  other than the Inpractical one of a tow phm)rl- 
alanlna diat has bezn of any use wtU309oevzf. 

Cur work t c  dcte has b23n on analyticsi fietiicdc for -&e !rpcrtant aetabolites 
involved, with especial reference t o  phenyIpyruvic acid. 7he chemical aatute of 
t h t s  substance i s  such t h a t  we suspected it would be 8 highly lablle compbunde 
HWZYQT, the sinidsrd ai73 I y2 i CJ! n2thoSs c92d by i nv2st i gatcrs f i i  the pest i nvo I Y C ~  
etber extrae lcn  o f  acldifled urine fallowlng by evaprat ion o f  the solvBn3, efc., 
etc.  MorAerz did  we Offid any precautionary notes-nor did  ue f ind  any r i g o r m s  
tes ts  o f  analytfcEjl GQ'ZX~S 3 x 3  134 figures f s r  recover; of eddzd pkny!Fyruv ic  
oc1 d, 

!fnen the analyticzl procedures are dev213yad Po our s z t i s f x l i c m ,  the plan a0 
a l a c k  I n  the P ' T G ~ S S ~ ~ ~  resaartb will include four prlnclpal artas o f  lnvostigation, 
vir:  (!.!e do not wlsh Po Imply that  all or even a large fractim of t h e  work pro- 
pcsed fn a l l  orzas rill be c b i r . n ? ~ t e ~ h l n  a year. Rather, we a n  suggesting areas 
i n  whlch some work w l l l  take piace and are suggesting plans o f  attack with ln  f h m e  
P Z Z S . )  

a, A datermlnntlon or' the metabolism of phanyialanine, t y r o s i n e ,  and phenyl- 
pyruv ic  a c i d  In pyridoxincr-treated and untreated oligophrenic patients.  ? h i s  
study w i t !  requlre the use o f  isotoptcally labelled compounds i n  the  d e v e l o p  
eeat  G: cn2tyiiczI m t h d z 9  2nd i n  i h e  ia4cr stcgis ~f kt.:zn ce?:folisy, 
studies, \le plan to use phenylalanine labelled on carbon n u d e r  three o f  the 
side chaln, 1.e., 

Is used, It wculd also be labelled on 
staoes o f  t h i s  3 t u i v  w i l l  n o t  reauivr! 

labelled t y r o s i n e  OP phzayipyruvlc acid  

t h Q  C closest Po the ring. The early 
isotap~s zn'J xi11 cmsis'c cf  dePenn!nlng 

I 1 0 8 4 8 8  



chenfcally the amunts of phenyloIm!ne,  tyrcslne, and phenylpyruvic a c i d  In 
the blood and urine o f  OIigophrenlcs before and after pyridoxine treatment,, 
Such experlcents will be ccrrled out a t  i: stnt idrr ; f  t:ce fotlcw?ng a Standai-d 
dietary r o u t i m o  L's :1111 bc p i ? @ ?  's;i :!IC ;-2suiPs cr' -:he zi'3v2 s t ~ i i 2 s ,  bct 
a t  presant we e x p c t  t c  In jec t  s?zn?ar3 dcses of iahefled phenyla?anln? c r  
phenylpyruvic a c i d  t o  t race  i h a l r  f a t e  i n  pyul<cxln+<rcz:2d acd untrsnzcd 
ollgophrenlcs. It my be necessary to carry out slnllar studles with non- 
otlgophranlc controls. 

b. A traclng of the natsbollc fate o f  %ha r i s s l v e  dosos of  pyrldoxlne given 
8s treatment o f  ollgpphrenlc patfents. Ring-labzlled pyrldoXlne would be best 
for t h l s  work but expense and lack of oval lebl l i t y  my tcrce us to usc mat=- 
Irl tabelled 1n onc o f  tho s lde  chntn3, A t  first, we will be **flying blind" 
in t h i $  uork and will be comparing our data wlth that in the literature on the 
n o m 1  metabolism o f  pyridoxine, Because such massive doses are  requlrQd, we 
suspect chemlcul ~artlclpatlon o f  the pyrldoxlne i n  some reaction rathar then 
a catalytfc (enzynatic) participation, Therefore, sire w i  1 1  bo Icaking for scme 
one or more o f  the products o f  phenylalanlne metabolism. This connectlon may 
take the form o f  a coupllnq, transfer o f  a reactive group, o r  even transfer o f  
hydrogon. Gf course, the l q f t e r  cccfd  ba deicnstrated besZ w l t h  deuterlm o r  
trltium Isbet fed phenylatsnlne and/or pyrldoxine. 

c, 
matic behavior 00 l i v e r  end R i G y  iissue from ol igophrmlc  patienP+if snd 
when such mterlel becomes available at autopsy, Limited studies may be made 
l j i t h  biopsy rzt2ri2i0 
methods with minute quantities o f  blopsy raterlat, Isotopic h3bQlf ing  of sub- 
strates would be reqriirori, 'di-th t?x larger m s x s  o f  autopsy tissce, isotopic 
tabelllng prOb8bly w i l l  not be requlred, (HcrJever, we might try to dovelop an 
I n  v i t r o  biotoglcat rynthesls o f  C14 labelled phenylpytuvlc add.) The t i n t  z m  studies would be merely to show whether the pathway o f  phenytatanine 
Et-m by elignphrenic l i v e r  and kldney tissue uat influenced by pyr l -  
doxinb It 1s doubtful that there w u f d  be sudflclent f i m  to carry t h l s  work - 
any further In the one year duration of thu proposal. 

It is planned t o  d e t e n i n a  i n  yitro t h ~  effects  o ?  pyridoxine on the enzy- 
- 

T 3  c5tciii t!::. n?:zx-ary s t x s i 2 i v f t y  ok sna:ytical 

d. fbdltlcations of clfnicot treatment will be based on tho flndlngs from the 
above studies, UnIque facl:itics are ~ x i i l a b l c  l o c a l l y  Po a,sply expcrimntal 
results clinically to 8me or all o f  the more than 3 oltgbphtealc patients 
now under instltutlonal care at the Fla. F a n  Colony. 

5. SCtENTlFlC PERSONNEL2 

a. Davld S. Anthony, Ph.0., ASSOC. Prof, o f  Chemistry, Mlv. o f  Fia., prlncipal 
Invostigator, W t l  be employed as full-time act ive  partlclpant cn this project 
durlng June, July, a n d  August and as ! / 5  tine mployae during t h e  rmalnder o f  
year. (See curriculum - vitae in Appendix,) 

b. C. H Curter, M.D., Chlef Physician Fla. Farm Colony, Associate Investl- 
gator. !See curriculum - vftae i n  Appendfx.) 

e. Radlofogist consultant to be selected. fhls person w f l l  be required i n  
order for Phis p r o j e c t  t o  comply w l t h  the rcqulrczents f o r  E hm..en-uscr Isotoplc 
mterluls 1 teensee 



Fiije 6 

be 
clinical-bforhmlcal study : r I 1 1  requ:r,? tize equ:volc.-t t o  a t  l e j s t  one tet;i;.I- 
clan, 

Unidentifitd technlclun at Fla,  Fzm Coloay. To cJre f o r  30 p a t i e n t s  in  e 

.. 

eo Typist 1/10 tlmu from Dept. o f  Chemistry t y p i s t  pool. Required for preparing 
annual report, for t y p i n g  and ti I i n 3  1 Itcratunr reierence end chailczl stock 
cards, f o r  correspondence. 

70 OTHER FIEJAJIACIAL ASSISTANCE: None 

8. K4mIALS, EQUIPENT, and FACILITIES: 

radiochmical equipmant (including vlbra'ilnp r e a d  eloc:rcGe';zr- w i t h  recorder 2nd 
chazbers, gzs f l o w  pra?ortJcRal counter, nonitor1r.g instruacnts, etc,), T;lcra i 
a sspr;;ratz s m - : i z E  r c ~  5 2 2  a i  50  a:pz:-rt2 I :>xz .ori 25  E x  i;'l IT.&! :. 31 -.I &CCI 
chmi $try,  (5)  hi  gtiil ere1 radi ochml csl work, and (c) ncc-9racer b l  o c h n !  st,*yJ 

The Fla, Fam Colony 19 u modern, well-equip>ed ststa institotion for  centat 
patlents. There la a mmIf ,  rnodern hospital and tbe+e art detached cuttapes f o r  
h o u s i n g  patients undergain? special *:reatuxtt or therapy, Bcmxse w ~ j  ;atimts 
at  such InstItutIont require perlods o f  isolation, the Colony i s  vel1 designed t o  
provide t h e  Isolatfon necessary durlng the experifnuntat end clinics1 studles, espec- 
l a l l y  those employing radioactive tracers, 

- d Alre3dy  avajlrjle a4 ?he L'nlv, o f  Fla ,  are  m r e  t k w  35UX o f  csun:ic? zm! 

a .  . .  
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N O T E S  

( I )  lbalversity contrlbutlon Po t h i s  F t O J C t  i s  caic?rlated E S  2/12 o f  annual 
(9 month) salary - the fractional teachifig ism! cretiit given i w  Dr. 
Anthony's instruction o f  MISS Sire?. 

(2) br, Anthony's salary it- 1s f o r  direct research participatlon during 9 
months e t  1/5 tia2 ($1625) plus 2 months In t h o  3m.w o t  f u l l  tine (;lsO5). 
See sttsched letter frm J, ttsyne Rettz, President o f  the UnIversiity o f  
Fforlda, concerning University o f  Flu. pot icy  on autsldo ernp1oyment. The 
University of Fla, peys 811 o f  thc r s a f n l n g  5./5 ($6-;CO> o f  Dr. Anthcny's 
S818Tyo 

(3) Flas F e n  Colony contribution I s  CalCU!8ted a t  1/10 of Dr, Csr3x's a n n u l  
salary - t h z  f r sc t i cn  bsicg the ap~rax1s:ate :recP!cn d f  his tic2 h e  u i l !  
be allowed to devote t o  t h i s  research, 7?w reminder of h l s  t f n a  w l l l  be 
375n-t i n  his ncrr,al functizn as Str,ff P>yc::l?n, 

( 5 )  Senlces  o f  glasabtower and mnchlnlst provfded by bept, of ChmIstry, 

(6) lhls Item includes amino aclds and mure than j3,OCO f o r  pyrldoxine alone, 
The massive doses o f  pyr idoxine required cost abaut 3lt per patient pet 
day. T h i s  mount t inea 30 patients t lmes 365 days yields the above f igwe.  
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PQdtatrld Psychistry f o r  8 years ln-.Practlce at the Florida 
Fom Colony for 5 112 years. 

PtBLICAflONS and TALKS - 
lO*~4iloniln i n  P e t i t  Hal Epllepsy; J, o f  P!eurology, DQL, 195&, Vol, 4, 

page 12. 

Mephmasan and Related C q m u n d s  i n  E?lllpsy, ?.:ental Deficiency, 
Enottonal Upset and Spastic Chi Idten, Read before I956 Florlda 
Psychiatrl c Assocf et1 on. 

Res2rpina Drugs In  €pi Icptlc, lientat S c f a c t l v c s ,  ERotJona1 U p s ~ t  and 
Spastlc Children, Accepted by J, of P s y c h l a i r l c  to be published soon. 

Chlorprowozine i n  E p i  iap'ilc end Spx: lc  Chi ldr2rlo 6elng p h l t r h e d  
3o3n i n  Strit3ern :&x!!caI Jc 

A r e p o r t  o f  an Egldmlc o f  Infectlous H e p a t l t i s  In an Institutlon. 
J. c f  F l o r i d a  Mddlcal AsSOC,, NOY. 1955, 42:%3385. 

Present Status of 7restmen'i i n  bbngoi Jsae k i i - . :  y ~ 5 1  lshed I n  Flaride 
Medlctl J o  

Published in June 

Si:: Yearso Being 

ona I Psych 1 atr I c 
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