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uh. woax ACCCMPLISHED TO §>;..r1 s

s The recruifmeni and dda&nifq§?§%,A _ nel began in Julys. 
The fralning of personnel was compleled _aie1Sepiember and _l 

Q0 

1‘ 

-4

a 

:2 cw 

-_ 

2.3 a( r L c I O- 

aa addiiional research ward was opened in Ocfober I951. The 
work on ihe.human pharmacology and ioxicliy of 3-melhoxy-n-- 
mefhvlmorphinan, as well as lhe work on ihe defeciion of euphoria, 
was completed during ihe simmer. Work on ihe relief_of.absiinence 
and subsiiluiioa of this compound for morphine was compleied in 
December l95l} l ‘ p 

, ,

- 

The resulls lo dale can be summarized as follows: Doses
. 

of less fhan 30 mg. dl-melhoxy-n-mefhylmorphinan produced no - 

Z‘ 

unioward foxic effecis in former morphine addlcls. Doses of 
.'

V 20 lo 30 mg., eiiher hypodermically or orally, induced euphoria
i 

. ‘ , I 

similar lo and equal inliniensiiy io_+hai seen afierlihe adminis- 
irafion oi 30 mg. morphine. Other morphine-like effecfs, such as , 

_ .

. nausea, vomlfing, miosis and respirafory depression, were observed 
wiih fhe large; doses. The compound was found io induce ifs

6 
‘ 

"

Q efiecis more quickly when administered orally as compared wifh 
hypodermic adminisfralion. if relieved absiinence from morphine 
and could be subsiifuied for morphine in addicfed persons. 

. 

> 

_ 5,, Subsfilufion was complefe as confrasfed wifh_codeine;~which will 
nol_supporf physical dependence on morphine complelelv. lFollow- 
ing*wi+hdrawaI of 3-meihoxy-n-meihylmorphinan affer"subsfiiulion 
for morphine, a fypical morphine@like absiinence syndrome appeared. 
For furfhersdefails o? ihese siudies see lhe reporfs'%o fhe 
Drug Addicfion Commilfee, Naiional Research Couacil, which are 
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“fl-_'llCl-l MIG-IT SERVEAS sussnwres FOR ccoema. 

=I., BACKGROUND INFORMATICN -.v*- 
_ . 

'- la lale June of l95l $30,000 was made available by 
lhe Deparlmeaf of Defense for defermlnlng lhe addicllon 
llablllfy of dl-3-melhoxy-n-melhylmorpblnan lmelhoxy-dromoraal “ . 

_. In fhe hope fhal lhls drug mlghf represent an adequafe synifiellc - 

sabsllfufe for codeine. This gran? was made following fhe 
submission of a projecl descrlofloa enllfled "The Delermlnaflon ' 

'. ~. of fhe Addlclion Llablllly of $ynfheflc.Analgesics of lhe
V 

Codeine Typ¢."'?Th¢ projecl wa§ supporled for lhe following 
1. _ ‘ ‘ 

P263008: 
_ -1 

- > 

Due lo lhe currehllvvdislorbed Xnlernallonal slfuallon, 
n 'uas‘po$$lble um: fhe Unll'ed"Sl"al'es rnlghf be cu? of? from 

-

2 
P. all ll: usual(sources of opium. ‘5ynlheflc analgesics are
g . 

V 

A 

- 
c 

_ g available which are enlirely adequale for lbe replacemenl of

5 

morphine. However, noae of fhe available synfhell: analgesics
A 

are as safe for general use as is codeine. More than 50 per cenl 
' 

_ D
f of fhe Armed Forces‘ requiremenfs for aarcollcs is {or codelne ‘ 

rafher'lhan for morphine. ;Flndlng a syn%hell;'s0bsfilu+e for 
codeine Is, therefore, of considerable imporlance and 5% was 
hoped lhal mefhylallon of 3-hydroxy-n-melhylmorphlaan, a 

synlhelic drug of morphine-like sfruclure, would produce such a 

compound. The faclllfles of lhe Addlclion Research Cenler were 
no? sufficlenl lo carry ouf fhe work unless addifional funds 21"" '-'~\-__ ' 4-~ 5: __:--V“-we» -~=m#*a1&;¢e ¢¢° '5 be °b*° “ed -
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. ‘ addicfion Iiabili+y_eqU1§aieni io fhat of morphine, and for 
ibis reason, eannoi be regarded as being as safe as codeine for' 

igeaerai use. We, iherefore, have no? carried oyf Peri Five of 
_ 

' .' 
_ ‘V '0 .0 our original experimenfai procedure which deals.wi+h direcf ' 

_ 
former 

_ 
,. addiciion of/horphine-addicis io fhe new drug. if was feii 

ibai ihe fime would be beiier speni in screening a number of 
I 

~ orher compounds in ihe hope of finding‘a drug which gave promise 
' of being more codeine-like ihan is dl-3-meihoxy-n-mefhylmorphinan- 

' Work aioog ihese liaes is now going oh wifh fhe dexiroroiafory 
_ _ § 

and Ievoroiafory isomers of mefhoxy-dromoran and wiih some 
vileraies in fheipefhadone series. The isomers of 3-meihoxy- 

' ,, .
. n-meihyimorphihan are being sfudied because ihe-dexiroroiaiory 

. 
' 

- ‘J 

isomer is said io be an exceiieni aniifussive agenf in dogs 
(as judged by a newiy developed iechnic) and probably will have 
very low addicidonviiabiiiiy. Laier, ii is hoped that addifiooai ‘ . 

derivaiives of dromoraa vifh subsiiiuenis oiher ihan mefhyi in 

posifion Number 3 wiil be sfudied. The reason for invesiigafing 
fhese addifiohai ihe dromoran series is ihai ihe 

’

r aciiviiv of dromoran was alfered in ihe proper direcfion by 

'jmefhyia§ion,gbufihe.addiciion.Iiabiiiiy of the defivaiive was 
noi~reduced sufficienfiy for if fo be redarded as being innocuous 
as codeine.- Svbsfiiuiion of eihyi, propyl or oiher groups in 

posiiion 3 mighi yieid a arm drug wfifh sufficieni reduciion in ' 

'addiciiou liabiiify. e 
‘ _ s.»s- -e be .» 
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c - .eominder'of alhe i{ne"~.-available under l'h.e 
l 

_

' 

' 

I currenf’ gdan? ffom lhe Dejigggé ml,“ Ab, spa.-M. ml
Q 

’_ screening, if is hoped fhai an_addifional graaf can be obfained . ' o 
'

' 'ep for confinuafion of lhe work during_fhe fiscal year I953. if 
a promising drug is revealed by fhe'screening_iesf, infensive 

. 

. ‘ 

' 

1 
1 > ‘

- . work'with if will begin as soon as possible during fiscal year a 
. 

‘ '

. I953. If so such drug is found, screening should confinue. 
HI- EXPERIMENTAL PROCEDURES 

, M 
_ 

~
> 

i Drugs being screened uill.be subjecfed +o~fhe following 
fypes of invesfigafion: V ' b_'-, ~* 

_ 

' 

A

‘ 

‘A. §uman_Pharmaeolo9y and Ioxicifysi This involves fhe , 
‘ adminisfrahion of progressively increasidg doses of lhe drug 

under sfudy lo huéan volunieers, chiefly iormer morphine addicls. 
.Observalions on respiraidry mindie volume, papillary size, 

. 
l ‘I

' blood pressure and pulse safe; efc;; areipade following hie 
a adminisfrafion of fhe drugs; '-~ ‘ 

_ ‘ .‘ . _ _ 

' ‘ 

AA l M" 
B. Human Volunieefs of Qiqgle Doses J _.,» 

-'ofZihe Drugs Being Screened foriihe Qelecfiop of Eupho;ia.* _ ¥= 
This esperimenf is conducled in exacfly lhe same way as fhe

_ 

sludies on human pharmacoiogv,.excepi %na+ de+aiied‘observs%ions 
‘on fhe physiological effecis of fhe drug are pol made, because f7’ 

j.laklng of obseryafions fends_lo negaie {he pleasurable effecfs 
‘ I'of.}he dfugs;€'Two methods are used for gauging ih¢’"¢UphO?l5" 

induced by fhe dfugs. These are, ii unobfrusive clinical 
observaiions for fhe appearance of behavior resembling fhaf seen' 
vafler fhe admiaisffafion of morphine, and 2} fhe adminisiralion 
of.projeciive psychological fesls. 

»*fiEfi#£Qi@%= § 
c = 1'z>T“..‘.";‘.7¢ iii-J: >,R- 
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' Co IheZ'§§Fnl£FPa¥l¢firo€iSlp91e Doses of lhe Drug f i 
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_Q2§§r Sfpdv lo ligienis Showlng $l3ns-of Moderofe fo_M§rked 

' 

figsflnence from Colafes. Any drogxwhlcb, on fhe basis of 
' fhe screening fesl, appears lo be promlslng es a pofenflal_ 
ssobsllfole for qodelne wlll be subjecfed lo addllional 
=+é¢:¢== ll sobsfltuflon of fhe drug for morphine In sfrongly 

. ~ ~
’ 

‘addlcfed persons, followed by abrupfwlfhdrowal of fhe new Y 

drug, 2) dlrecf addlcllon of former morphine addlcf volunleers, _ 

onder.l§o condlflons, la} Verf hlgh-dose levels, such as would ‘- 
l be expecled ln'"nalural” addlcllon_under condlllons of abuse, _ 

. lb) condlflons of low-dosage, such as would be expecfed
_ 

rt . 

- durlng long conllnued cllnlcal admlnlslrallon of fhe drag. 
D. Evaluailon of Dara. The drug we are seeking 

-should have lhe_folloylng charaoferisilcss ll ll should be 
/ ___, 

a weak analgesic, as judged by'enlmal experlmenfallon; 
2) The raf1o’of foxlclly lo fherapeoflc effeef should be Q 

favoraole in bolh anlmals and man; 3) If shoold be a good ~ 

anflfosslve agenl; 4) should relieve absflnence from morphine 
only parllally; 51 should nol subsflfufe for morphine complefelv; 

4} 6] should Induce only a mlld grade of physlcal_dependence In _s ? 
*.- _<*lrI.'_'ss==§=~tr-3_§=_1es<.{<*s.l1;é=”'1l isiin iii-1¢,=._f;1%=*:~.9 if;-1%»I3¢E5§?;:5f;§§};r.1fgher 'sdé=~$.s é ; 

" 
'1n'+"¢'r.-=;.=.m‘<>¢= submll'l#e'd_l'o Hwe Dl"'U'Q Addl'cl'Ione Commllfee 

j by fhe pharmaceoflcal companles and unlverslfles will be 4 

sufflclenf lo evaloale fhe acflons of the drug in animals. 
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" foxicology, pha”“ec01bgy and euphoric.pofency of fhe drug e 

In maa and on If: abllifv fo produce and seppor% bhysical 

_ 

dependence. From fhese dafa a saflsfacforvlevélpaficn of_ 

{be addic%Ion ilabiilfy of %he compound can be made.
4 

E. Lccafjon of fhe Pgplecfl. ‘The expefImen§s described 

above will be carried cu? In fbe Addlciion Research Center, 
~' 1- . 

S. Pubiic Healfh Service Hosplfai, Lexlngion, Kenfucky. 

This hospifal Is devofed en+Irelv +0 fhe-freafmenf and s+udv 

cf drug addicfioh and is fhe only place In fhe wcrld where _ 

8 s+udv such §s fhcse described above can be saiisfacforily 

carried ouf. jThe ins+ifu+iqg pfovided fhe fro necessary 

faciiifies for-fhis fype o? wor i) a farge pocl of paflenf “- 99 

vclunfeers,’2) sfrlcb envIronmenfa!’eonffol which preeenfs 
1 . 

‘fhe Igfroduc%ion of drugs ofher fhan fhose under sfudv Info 
/ - 

_ 
. 

.
’ 

fhe sifuaflon. d _ 

-~ 
. 

" ' 

' F. The work will be carried 

ovf under fhe dIrec+Ion of Harris lsbell, M.D., Direc%or of 

fbe Addicfion Research Cenfer. This Inves+iga%or has had 

. almosf eighf years'experience In narcefic drug addYc+§oq end 

-__ - ;{r£;:E5§§}¥§§p4f¢;@i5¢;€;;¥%§{§{éi2i&}f§n§1§i1r{he asgfsied by d”£ 

*fwo ofher experienced Medical O¥fIcer$, Dre H. F. Fraser and 

Dr. Abfabam Wikler, bofh 0? whom have had exfensive experience 

In research in addicfton and have many pvbltcaflons in fhts field. 
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-‘servlcee of;a B _ehefiIs+ and a Psycho!ogts+ will be 5@d¢‘ ’; 

.eve!lable§< Seb-professional personnel Inc!ude S Psychlgfric 
Aides; a Medfcé!’Te;hnTcIan, Blologicai Aide, Seeurify Alfie" 
Y&hd’Clerk~S%enographer; ’ 

e __
A 

~ 
'"A speeia! ward for condneffng-fhese efudies has already 

~ . Q 

been sef up and Is In ope(aiIoa1". 
Y 

_ _ _ 
.4 

A 

‘ 

G§=.§§iI@a¥e ef_¢os+._h - 

l T. Personnel _ g .-; " 
' 

__ J > 

_
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Bvchiai-.r'ic Aide: GS-S -e’ A’ 
I Clerk-Sfenogrépher GS-4 
l.Securi%y Aide CFC-S ————q——_§_Q 

b—__—___—__ Aide Q§+; ;* A
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I953 will be higher due *5 %He‘recenf salary increase 
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year _ 
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