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Since July I951, a projec? designed fo deveiop a syafbeflc 
drug which would be as safe as codeine wlfh rcspecf fo.foxI¢¥fy, 
anflfusslve ac?lg}fy, and addlcflon ¥I6b1Y}fy has been carried 
on vtfhin fbe Nafiona! !as*!fu%§/of Méafai Héa§%h Addic?¥on 
Research Cenfer, PHS Hos§I?a!, Leziagfon, Kenfuckv. This 

/ '
5 

projac? has bcea flnanged In Yarge par? by funds from fhe 
C§¥lce of Navai 2e$earch and ibis dcscripfian consflfufes a 

requesf for rénewa! of fhe projeof for fhe period I iuiy I956 
fo 30 lune I957.

. 

A avafhefic subsfffufa for codeine is bad!y needed sinoe 
opium or morph¥ne derived from opium ccnsf2%u%e %he cniy source 
of codeine. Uniess a syniheiic subsfffuie for codeine TS 

developéd fhe Unifed S?o?es mus? confinpe fo sfockplfe opium 
In order #0 provide adequa?z suppiics of scdclne for bofh ihe 

oivffian and mllifarv populafionk in the even? of war. The» 
faoillfies of fhe bHhH Addlcfion Research Cenfzr are so‘ ~9- 

su€fIc1enf fo carry on fhls work in addtfton fa drug fczking 
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reqplrgd for §h; :%§}uafIou of 0!! new analgeslés, unless 
- 

" - ,._ _
. 

addiflonai fvuds €ve supplied by ihe Dgparfmea! of Defense. 

2. 4A¢¢Qmp{§Sfi¢§ fa Qaf¢_
_ 

'@ ~::.

- 

Previous work has been sumarlzzd In §be aanu§l progress 
repc;fs sen? fo Cap?. F. H. Qulmby, Head of §hc_Phys!o¥ogy 
Branch,'O¥?ice of Navq! Egsea?ch. ‘ ‘ 

_ 

' 

~ 
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Two drbgs have been develcped which gee promising pafenftal 
~= '

. 

tubsfiféfes }or cddciae for relief of cough. These drugs arz 
(P! dzxiromgfihorphaa, and I22 nercoflne. Nktfhcr drug possesses

> 

hay addlcfion lI§blli?y and bo%h have reiaflvefy Yaw foxicify. 
They currenfiy are uader_§nfenfive clinical skudy-for aw%L- 

. ‘I 

?usslvz ef¥ec?. L" 
' 

1 . ‘A 

Aiihough fwo véry'p%om¥sing_qpfIiusélve subsfifufes for 
codeine have bgen €ouad, no compauad i='ve#‘avaiiabIeiwhIch it 

‘ . 

as cffecffve as codélne for fhe relief 0? miid grades of pain 
and which is as ze¥e as_¢odetae wifh rcspecf fo bokb foxicifv 

and addlcfion f!abl!i?y. fibre ihaa 25 compounds have been 
sfudied #0 dafe. 5even 0? fhese sczpccads have zsnc promise 

as subsfI*u¥es {or codeine Fer analgesic use. The oufsfanding" 
“ ‘ ' . 

' ' 
-

. 

aompounds are alpha-dl-» and_alp5aq§-1,2-Diphcnyf-2-propissoxv- ~ 

dimeihyiamlno-3-meihyibufane. The d2:?rcroia?ory_¥somer 
accouafs for ail fhe anaigeslc pofency of fhzse periicufer 
compouads. The drug: are noaioxic, aze baffar sgdailves ?han 
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is ¢od:lne, supprf ”absf!n:a¢¢ from m0rpb!n¢ oaly_sl2gh*l¥» 

and havz bezq_rep fed-*0 be e€fec?Ive In fhe relief cf 
1 . 

. . . 

clinical pain, aifhaugh sfudies 0? fhe ana!gesIc effccf 

bra xiii! Inadequefz. '

~ 

3. N22d_fOQNCQfif$fifldf§O§ of fhe Pro]gq§_ ' 

Aifbough fvc drugs have beep discovered fhaf'have promise 

as pa?eafIa!_an?I§ussiv¢'subsfIfu%e: {or codeine and szvaral. 

d:ugs have been discovered which mlghf serve as possible - ~ 

sobsf¥?u¥es for codelnz for analgesia, If I: sfilf unknown " 

. 

' ‘ 

wheiher any of these drugs éili be ¢cmpieiz£v :aft:€acPory 

fa ciinlcal u:e'%or eifher purguse. 9? i5, fSer€F6Fé, 

essenfiai fo coafinuz fhe search siace fhe iarger fhz number 

of compounds deveIoped#§rza§cr is fhc ¢bance of §¥adIag a 

complefelv adequafa subsfiiufe. . 

. / ‘

1 

4. fibrk Prasoscd Y 

During ifie period_i July $956 fo 30 lunz 1957 we prOpQ$B 

E0 compiefe fhe sfudies on fhe very impar§an? mzfhylbufsaz 

comoouads meailoned.above. This dru is so promisia fh¢% 
.

9 

d!rec§ dddIc?lon 1¥abi!I%y~s§ud$zs ate éequired. Such sfvdies 
I >. 

are very fin: ¢onsum?ng and vii! rzqqire 5!: T0 nine monihs 

For comp!e%ion. in eddiiion, we ¥n%eed fo sfudy fhe addiafioa

O '41 ‘Z. Q $!ab!!Iry 1!yiaIhydrcnycroxycodeinane fo evaluefe fhe 
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addlzffon liabillfy of {he dibydrocodeine aad,fo’sfudy socb 

ofher subsfances ak may'be sugges%ed by %hé'CommIif¢: op 

Dfug Addicftou aa6 Nércofics, Né*fonal Eesear¢h_Caunc1$. 

Mefhods ’
¢ 

. 

' 
V 
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The meiboda fo be used are fhz sfandard addI:#Ioa liabi 

fc:*lng mefbods of fhz bHh+fAdd¥ci!oa Research C¢nf¢r. The
~ 

have been describzd in previous projecf descrfpfions and 

shouid be consuifgd For defa£!:¢ *_ - 

‘ 

_’ 

6 , _E va}‘_ua Def; _ ’ 

4‘: I 

' : 

I.’ V 

The evalua%I3n of dqfa ofifqfficd Ta The §ddf¢f?op {jab}? 

program has aisc been d1§cussad in previous proicc? dascr$p 
' I ' I 

7.
/ 

Tbrk will be carried on? a% ?he"hH&%£Addicfioa Research 

CenfcrQ'PHS Hospifai, Lex¥ag%on, Keafucky. Thfs insfiiuffo 

provides fhe %wo n¢ce§sary facliifjzs for fie fvpe 0? work i 
, 

. 
r

. 

be under*akeni _{!¥ a pee! c? pa?§en?s who vii! voiunizer F 

expar!men?s'w§fh drugs, and K2} sfric? envirnnmeafaf con%ro 

which §re#¢a?s ?he7in*roduc?¥on of drugs o?h¢r fhen %hose’$néer 
' 

' s 

s%udy !n%o fbz experlmznfal sI?ua%§:a, ~ 
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0 cra CID Wbrk vii!-be carried cu? uéder *bz dlrezfion-Q? Ha=r!:- - 

M,D,, pIr¢¢?or, bHh}lAddIcfIon Research ten%er. This Igvesffgaior‘ 

has had fwclvé years 0? cxpcriencc In re;zarch In qarcof3c.dru9 

eddfciion and has pub3!$h2d many papers in fhe €?e!d. He will
_ 

be ass!s%cd by fwo ofber experienced phy$lcTdD$, Dr. H. F. Frasev 

and Dr. Abraham wikier, bofb 0? whpm have had ex¥ensive expevlence 

In research In aédicfion; élfh mauy publicaifons. in-addffion 

fo‘jhesc mzdlbaivpersonnei fhe par?-fine servf¢es of a biochemisf 

and research psychblogisf vii! bc_made avaflabie. A speciai ' * 

ward for cqnducf of ?b¢se's%odf¢s is curren?!y'iw-opzrafion.7 3'! :’- N 
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necessary in order fo provide fund§ for %he increaéé In CivTi= 
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