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1. WORK ACCGMPLISHED To DATE gy o
“The recrulfmenf and +§3““:fq“3} n“sgngel began In July..

The fralntag of personnel wa: comp!e*ed In late Sep%ember aand

'*an additional rzsearch ward was opcned in October 1951, The

work on *hg.buman pharmacaology and *oxtclfy of 3-me?hoxy-n--

mcfh}léorbhtnan, as well as the work on the dcfecf!on of euphoria,

was completed durina fhe semmer. Work on fhe relief of absf!nfnce

and subsftfuf:oa of this compound fbr morphlnc was completed i§n

December 1951.

>

The results to. date can be summarlzzd as fol!ows- Doses
of less ihan 30 mg. dl-me*hoxy-n-mefhylmorphInan produced no
untoward tox!c effecis in former morphlﬁe addicts. Doses of
20 to 30 mg., z!fher hypodermlbally or orally, Induced euphoria

similar to and equal in,.nfensnfy fo that scen after the adminise

tration of 30 mg. morphlne. Other morphlne {ike effchs such as
nausza, vomiting, m!csls and r~solrafory depresslon, were observad

with the !arger doszs. The compound was found to Inducez its

THN

_cffecfs more quickly when administered orally as comparzd with
hypodermic adm]nisfraflon. 't relizved abstineace from morphine
8nd could be subsfifufzd for norohtne In addicted persons.
Subsfifu iaa was complefe as confrasfzd with codzlne whi.h will
noi supnorf ohysicat dependvnce on morphine complefziy. follow-
ing wlfhdrawal of 3- -methoxy-n-methylmorphinan after substitution
for morphine, a typleal morphIne%liké absfinence'syndrome appeared.,
For further details of these studies see the reports +o the |
1Drug Addiction Committee, National Rescarch Counctl, which are

attached.
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ADD ICT IONS 20148 ,,;M"mgmaenc ANALGES 1C$
WHICH MIGHT 'SERVE AS SUBSTITUTES FOR CODE INE.

“to, BACKGQOUND INFO&MATICN

| In late June of 1951 530,000 was madgAavailabte by
the Department of Défénse for defcrminidg the addiction
[tability qf dl-3-mefhoxy-n-meihy[qorphlnen (mefhoxy—d?&moranl
In the hope that this drug mlg%} re;resenf an adequate syni&e%lé
svbstitute for codelne. This granf wa§ mede-fol!owing the
submlsston of aﬁbrojecf escr!pf!oa enfif!ed "The Determination >
of the Addlc#:on Llabllify of 5ynfhefic Analges|cs of the
Codelne Type." The projgc% was suvpported for the followiag
reasons: - L  z | |

Duc to the curren%ly dis*uroed ln%ernatlonal sttuation,

It was possible fbaf the United Sfafes might be cut off from

all tts usual sources of oplun.v Synfheflﬂ analgesics are

e

avallablz which are eniirzly adequate for the replacemenf of
morphine. However, none of the avallable synthetic analgesics
are as safe for gehe;él use as Is codelne, Morz *han £C par cent
of the Armed Forccs'Arzquiremenfs for narco%ics is for codelqe

A rafher fhan for morphine. Findlng d synthetice’ subsfi+u+e for
cadelaz 1s, therzfore, of cﬁnsiderabiz smpor?ance‘and it was
hoped that methylation of 3-hydrdx9-n-met5ylmoéphiaan, a
Asynfhe%ic drug qf'morph}nc-like s%rgcfufe, would produce such a
_compound. The facilitizs of the Addiction Research Ceater werez

“not sufficient to carry out fﬁe work unléss additional funds

could be obtainad.
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 addictlon liabll!fy eqdé'afedfagz }H;}”;¥ morphine, and for

fhts reason, cannof be regarded -as be!ng as safe as codelne for

- geaeral vse. We therefore, have no? carried ovi Perf Flve of

" owr or!glndl experlmenfal proczdure which deals wrfh direct '
former _ -

addiction of/horphtne-addlc*s to the new drug. It was felt

that fhe time would be beffcr snenf In scrzenlng a number of

other compouads In the hooe of fIndIng a drug which gave promtse

of beling more codetne-!tke than is dl-3—mefhoxy-n-me*hylmorphInau.

Work a!oug these ltaes Is aow go!ng on with the dzxfroro*afory
and levoroiafory Isomers of methoxy-dromoran and with some
vélerates in the imethadone series. The isomers of 3-mefhoxy-.
n-mefhylmorphihan are beiné sfué?ed Secause fhe~dex+roroféfory
tsomcr is sald fo be an ;xcz!lznf aaflfusslve agent In dogs

tas jUngd by a newly deve!oped fachnic) and probably will have
very low addiciJon liabtl!fy. Later, It Is hoped that additional
dertvaflvzs of dromoran wtfh substi?uen%s other fhan methyl In
posliion Number 3 will be studled. The reason for Investigating

these addifioha! druas'tn the dromoraﬁ serlzs Is that the

activity of dromoran was alfered In the proper dirccfion by

"fmefhy!a%ion buf fhe add!cf«on Inabitify of the derlvafive was

ot redued sufficiently for It fo be redarded as being Tnnocuous
as codeine. Svhstitution of ethyl, propyl or other groups In
position 3 might yield & num drug with sufficient reduction in

_eddiction liability.
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ok 'ce H eominder of fhe Line avaHable under the

“ewerent gﬂanf from the Dtﬁ@gfm??!wz wlzrons e must be spent tnr

:creenlng, it ls hoped fhai an addlf!onal graaf can be ob?alnzd
’ for confinulfron of fhe work durlng the fiscal year 1953. I f
4 promising drug is revealed by the screening fesf Infenslve
wort wifh it w!ll begin as soon as possib!e durlng ftscal year
l953. If so such drug 1Is fouad, screenlng_should contianue,
I, EXPERIMENTAL PRCCEDURES o |

Drugs being screcned wtil be sub;ecfed to ‘the followlng
types of Invesflgafion- | |

A Human.Pharmacolécy and Tcx&élfy. Tb!s Involves the -

ddministration of progress!vely Incrzastng doses of the drug
vnder study fo human volun%eers chiefly former morphine addicts.
‘Observaflons on reSpIrafory msnufe.volume, pupzllary size

blood przssure and pu!se rafe, eted, are: made fo!iowtng fae

admlntsfrafion of the drugs.

B. Admbnisfref!on to Human Volun+eers of Single Doses

'of the Drugs Besng Screened for the Defch!on of Euphorla. _ b

This esperiment is conducted In exacf!y ihe same way as the
studles oa human pharmacology, except HHEat defailed observations

‘on the pnysfolocxcal effec*s of the drug are not made, because

r“aiaknng of obszrvaf.ons fenﬁs fo negafc fhe pleasurab!e effecfs

| of ‘the drugs. Two mefbods are used for gauglng the "euphorta"
induced by the drugs. These are, |} unobfruslve cl:nical
observations for the appearance of behavlor r7semb!zng that szen-

vaffer the admlaisfraflon of morphlne and 2) the administration

of pro;chuvz psycholoatcal tests,
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Absf!neqce From'Oplafes; Any drbg:wﬁlcﬁ, on the basis of

the screenlng fes%,Aappear; to be promising as a‘pofenf!e{‘
“substitote for codelne will be subjected to additional
sféd!es; 1 substitutlon of the drug for morphine In strongly
‘addlefed-person;, folloied by abrupt withdrawal of fhe eev -

drug, 2) dlrec%.addtc*ron'of former morphine addlct vofunteers,
wnder two conditlons, (a} VerV hlgh-doée levels, such as would

be expected In "natural® addiction under conditlons of abuse, .
(bi condittons of Iow-désage,.séch as would be expected

during long co%%inved c!!nlca! admln!sffafiob of the drug.

~

-~ De Evaluvatlon of Data. The drug w2z are seeking

should have the fo!lowlng characferts%lcs. 1) 1t should be

a8 weak analgesie, as judged by antma! experimenfafion;

2) Tﬁe ratlo’of toxleity to fherapeoflc effect should be

faverable fn both animals and mani 3} It should be a goodv i
antftussive agenf; 4) should relieve.aésflnence from merohine

only partlally; 5} sSould not substlitute for morphine complefesy,
6) should Induce only a mlld grade of physlcal dependence tn T
;f;dlrecf addicfian fesf> under CuPH:;‘CuS gf blgn dnsage. ;~-
‘v-'-1nformekion4£§;;}%fed fo %ne Drug Addtc%ton Comni%.ee

g by the pharmacevtical companles and unlversif!es will be

sufficlent to evaluvate the acflons of the drug in animals.
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- fox!co(ogy; phd”'ecoTogy and euphorlc pofency of the drug

is man and on lts abtility to produce and support physical
depeudence. From these data a satisfactory evaluation of
" fhe addiction liability of the compound can be made.

E. Location of the Projects. The experiments described

] aSove will be Earrted out in the Addictlon Research Center,
‘U, S. Pﬁblfc Heal th Service Hospltal, Lei!ngfcn, Kentuckye. |
}Thts‘hospifal }s devoted enf!relyAfobfhe-¥reafmenfua6d study
 of drog addtcgioh»and s the only place In the worlid where
a study such as those described above can be satisfactorily
carried out. ?The insf!fufiep provtded the two necessary
factlities for:fhis {Qpe of‘work: 1} & large pool of patlent
volonteers, 2} sfrtc{'envtronménfa!’Egnffol which pre#enfs
‘the Infroduc%ton of drugs ofher than fhose under sfvdy Into

the stfuafton.

Fe Exozrimén*al Personuzt.’ The work will be carried

ovf wader ‘the direc jon of Harris lsbell, MeDs D!rec%or of
the Addtctlon Research Center. Thls fnvestigator has had

almost c!gnf years experiznce in narcc%fc drug addfc%ion and

;(liﬁhas mary—publh:e?sonsm ;*Hie't 16.  He wtlf b~ aSStsted by:;"’

R

*fwo ofher exper!enced Ledical Offlcers, Dr. H. Fe Fraser and
Dre. Abraham Wikler, both of whom have had exfensive experiznce

in resecarch In addiction and have many publicatlonms in this field.
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g f}g' R I addl%
) ~~ . s szrv!ces Of a B cbemlsf and a Psyc‘xoloalsi' le he narhr
.cveilab!e.; Sub-professlonal personne! tnc!ude 5 Psycﬁlafric

'_ Aidcs, a Medlcal Tecnnlcian, Blologlca! Alde, Securify Alde~
7and Cler£~5¥enographer. ‘

A Specia! ward for condncf!ng these s%udies has already

been set up and Is tn operations

LIRY

. Esfima%e of Cos%.\

,:_T. Personnel R R

S Bychlatric Aldes GS=-35
| Clerk=Stenographer GS=-4
I Security Alde CPC=5 c—mmmmm———
—l Medical Technician GS=4 cccmucam-a- THEGES:
1 Bto!ogtca! Aide GS-: e e e

f'

: 2,” Reserve for ntghf differential and
~overtime Pavy, wlfh:n-brsde ralses, efc o

- - 3. Miscellaneous expenses »'é-~f--n;-é-5:" 

\- !* should be nofed *haf personnei cosf for ihe Flscal
 :ye r !953 wIl! be hlghzr due fo the recent salary infrease
',granfcd governmenf enp!oyees. tem for mtsce!!aneous expenﬁes

!ﬁc!udes mongy’ for fhe purcﬁaqz of drugs, cﬁemicals, g!assw°ra,

"'-";;"-“"e!ecirc”n"epnalocraphfcf and. Ph°*°graph:c paper, e’:c. S i

~ Harrl§ !sBell, MeDe
e : - Dire:far'of Pescarch

. . Hl:rn
. - Attachments 2
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