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THE ADDICTION LIASILITY OF SYNTHETIC SUBSTITUTES FOR CCDE INE.
' {(Projzct Dzscription)

Request to the fo!cz of Naval Régéarch for Renewal of

. Contract NR 113149 A2
Serial 18249 A @
Naonr §81=53 .

. Backaround Informatlon

'anée’lgiv 1951 & project designed to develop & synthetle

~drug which would be as safe a3 codelne with respect to toxicity,

antltussive aéttvf%y, and addliction liebil!tv has been carrizd
on within the MNational Instltute of Mental Health Addlctlon
Research Center, PHS Hospitei,ﬁlextngfon, fentueky. This
pro}ecf hes been financed In large part by funds from the
Office of Naval Researeh and this dzscription consiitutes a
fequesf for rencwal of the project for the period | july 1957
to 30 June 1?55;

A synthetic suvbstltute for codelne Is badly nzeded slace
oplum or mérphinéwdn?ived from oplum conetitute the eonly
source of codeine. Unless a synthetic substiiute for codelne
Is found thz Ualtad States must conflnuz to steekalle opien

In order o provide gdequate susnlles of ccdelne for both

'fhé clvillan and military pepulations in the svent of war.

The facillties of the NILH Addlction Reszarch Centzr are nod

sufficlent to carry out this work, in addition to drug fecsting
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requfred for the evaluation of all new analgeslcs, unless

sddiriona} Fu&ds sre supplled by the Deparfmcnf of Defense.

2. VYortk Accomn!rsﬁed o Dafe

Prevtous work has been summarlzed In the ennval progress
reports sent to Capt. F. H. Quimby and Capt. T. K. Rucbush
of the Pbys!o!ogv Branch, Offlce of Naval Rcsearch.ﬂ

Two drugs have been developed whlech are promfising
pofenf!a! subsfifuf:s for codelne for rellef of cough,

These drugs are (1} dextromethorphan, and {2} narcotlne, -
Nelther drug possesses any edd!éf!on !}ablllfy and'bofﬁ‘hove
relatlvetly faw:fox(clfv. The 'fudlesfrcpcried at ithe meetlng
of Comnttfec oa Drug Addlcf!ow and Narcotles of the Nsticnal
22:~srch Ceunctl, 1a .January 1957, contlnue to lndicate that
the drugs are as¢ effecflvé as codelne for ré!ief of cough,

It seems a!mosf certain, therefore, thst the antltussive
phase of fny problem has, In a tense, been ss!ved.

Although the aaf!fusslve problem 13 no longer as pressing
82 M was, nare srz still no eompnunde avwzttstic whieh are
known to be as effecf!ve and safe as codelne for rel!ef of
mild opad’s cf pala. MNore fhan 33 materials have now been
tcreencd for $hls purpose. The cufsfaaoing substances whleh
has ‘beeé deve loped 1Is Q-a5pha-4-dlmeihviamino~l,Q-thhenyl-

3-m€ihyl~4-proplsnoxybufane, or d-fropoxyphane, Preiiminary
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but unconflrmed work Indlcates that thls compound Is as
effective as codelne as an gnalgeslc In clinlcal practices
'_Ekfénstve_work‘hes shown fha}, ol}hdugs fh§ compound possesses
addietive pofenfia!lt!es, the overall addliction Jlabllity Is
consliderably less than thet of’codelne. Th!s drug, therefore,
' 1 qulte promtslng, but filnal evalua#lon musf ws It complef!on

of ¢xfenstve cl!nlcal trial for rellef of paln.

3. Need Fof-Conf!nuafton of'the Project» _i& . -

Tﬁc.ch}ef need for contlnuatlon of the project Is related
to uncertatntv concerning the analgeslc potency of d-Pro=-
poxyphene. ¥ élin!éa! trlals show that this drug Is as
effective as codelne then all a;pecfs of our original problem
wouid be completciy solveds Slnce, however, we cannot be
certaln et this time that d-Propoxyphenz will replace codeine
in elinical use, It 15 st1i! essentlal that the scarch for

synthetle svbsf!%utes must be confinued since the larger the
number of cmmpeunds tested the greater the chance of finding

~completely adequafe substituvfes.

_4. Tork ?;ooc ed

Durtwg fhe per!od frem l Jufg 1937 {5 3C lune 1953 we.
pr;QOac to fesf the addictive properties of CwZemezihoxy~hi=
bheiéfhy!’mcrphtnen, D~3-hydroxv~N-phanthy! merphinen,
Normarphine, Norcodelne, and N-allyidihydrohydrexy codelinone,
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In add!tlon, studles of other substances referred bv the

":Commlifce on Drug Addlctlon and Narcotlcs of the Na?!onal

'Research Councl! ulll be carried en.

S. Methods
The nefhodx to be ysed are the standard addiction !lab!!lfy
fesftng methods of the N!MH Addletlon Research Cewfer. These

 “ methods are sccepted as standard by the Commlitee on Drug

Addlcfion and Narcotlcs and heave becu describzd In previous

project descr!pilons, which should be consulted for detatls,

6. Evaluztion of Data

The evaluation of data ottained In the addletion i&ab!!!fy

program has aglso been discussed in previcus project deseriptions.

7. location of Project

. Work will be carried out at the N!Nﬂ'Addici!on Research
Ccn} r, aHS HOSp!fef, lexington, Kentueky., This tastitotion
prov!des the two necessary fac!l!f!e* for the fype of work to
be underiakens (i} a coo? of patlents who 1t} vu:unreer for
experlmenfs wlfh drugs, and (2) strict environmental control
wn!cﬁ prevcnfs the in;ro4uc%ion of druas ofhgr %H n those

vader study in.o the experimenrai sltuat lon.

8. Experimental Personne!

Viork will be cafrled cut under the direction of Harris Isbell,.
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M.D;, Rlircctor, NIM Addliction Rezearch Center. Thls.!nvcsilgafcr;

has had fhtr}eep ycgfs of experlence In rescarch In narcotlc
drug addiction and has published many papers fn the fleid.
He will be assisted by two other experleaced pbyslclans, 

Dr. He F. Fréserlgnd Dr. Abraham Wikiler, both of whom have
had extensive €xpertznce In researéh'tn addlictlion, with many
’pubf!caflcns. In additlen to fhése'medlca! personnel the
parf—%}me ser#!ces_of a Stochemts% and‘research péycho%oglgf_

will be madé avallabie.- A speclal ward for the conduct of -

-
-~

these studlies Is corrently In operstion.

9. Estlimated Cost .
’ - o]
The amount of money requested has bzen ﬂgid/thﬁsamebftgurc

a3 was avallable in flscal yesr 1957,

!. Personnel

6 Psychlatric Aldes 0S-5 {§4345. Donsl
’ | Physlcal 5cience Alde GCS-5 -

P

2. Beservz for Premlum Pay e :
' {Might differential, Holiday, Cvertime)
30 Tr»ﬂ"lcg | | ’

4. Miscellaneous Expense , .
. {Drugs, chemlcals, glassware, -

)
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photograghle supaiics, ete)
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