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PROJECT DESCRIAT IOM

THE ADDICTICN LIABILITY CF SYNTHETIC SUASTITUTES §OR COOEIME.

hequest for renewal of N2 1132149

e Background Information

Since July 195] 2 project, designed to deveicé a
synthetis drug whsch would be as .safe &3 codeine from the
'po!nfs of view of toxicology, antitussive activity and

addiction liability as 1s codeine, has been carricd on within
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the Nationat lInstitute of henfal_Hea!fh A
Center, Public Health Service Hospital, Lexlington, Keatuchy.,
This project hes been finsnced-in large part by fuads from
the Cfflece of aval Rzsearch, |

A synthztic substitute for codeine is badly n=oded
since oplum, or mortphine derived {rom oplum, constlitutes the
only seércé of codatine, This mesus . fhat, unless & synihetic
ts developed, the Unitad States must contlave io stockoiile
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11ty of oplum supoiiexs tzing cut off
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tt. EbrE'Acccmpfisﬁzd ta Datz.

. This is 5ummarlze3 In the Anﬁuet ?rogr;ss Resort sen¥'
to Oro Fo He Culmby, Head of the Physlology Branch, Office of
 hhya1 2€se;rch,‘%d Jancérv 954, :

. The most promising drug yetl developed )n the procran
s the dextrorotatory 3emethylether of Nemcthylmorphinan,
This caﬁaduﬁd is céép!e?e%y_dcvctd of addicticn liabiltty and
is Qf»sufficlenfty low toxicity to be safe for human bsz; in
' has ccns!derebté antf?ussiva sctivity

experimental gnimals 1§}

and trial for antitussive activity under chintcal conditions

Is now underway. b2 resuits cbtained wilth this drug as 2

clinical antitussive are stil]l confliciing aad it 15 nar yet
certain whether If would be on edeqguate substitute for codezine

for this ourpose., 11 Is also knewn that the drug Is coempliately

ineffzetive as sn ansigesic and would not serve as & suvhstitute’

for codelinz for this purpossz,
DI, d, and | 2-2-dishanylaminccthyl valerates have
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addiction liability simitar to thst of

hean shoen 13223
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cadeine, Freliminary clinlecal friels with these drugs have

fa.

Seen recommeaded,
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it. tark Accomslished f§ Datz

» Th!s>!s summarii;d in the Arnval 3rogrc;s Repart sent
fa Br. Fo. H._Lu!mby, Head of the Physlology Branch, Gfflce of
Navaj.Rcsearch, in januafy 1954,

- The most promising drug ya! developed Ia the program
is &he'dexkroro}atoer3«mz§hyle?her of‘H~mc§hylﬁorphinan.
This compound 1s cemslatzly deveid of addiction 1lsbility and
Ii’of suificliently fau toxliclty to bg'séfe for human vse. in
cxperimental éaimsls It has consldcrable 5n¥3t£ssive gutlivity
and trisl for enfituss!vé sctivity under clinical conditions
15 now Gndzrwey. The results obielnsed with this drug as 2
ciinfcei’&nfitusslvg ére still confllicting and V4 Is 55% vef

titute for codeiac
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certain whether it would bz an adeguate

«

for this purpose. 1t} 13 elso known that the drug Is complotely
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‘Inefigctive as an analgesic and wauld not serve as & substitut
for ecadzliag for this purpase,

01, d, and } 2-2dishenylaninoethyl valerates have
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yiaD ity simifar to that ef
codeine., rreliminary clinical #rials with thase drugs have
beegn recomnended.
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simtlar to thosze of the valerates described in the preceding
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D-Q,Nedfme?hy!-hydroxy-msfpblnan i3 completely inerd
tn man and ésioid of addlction {1abllity. The leverotster
form of fh!s drug has mild merghine~llke cffects and partiaily
suporesses abstlncnce from morphine, Its addicf!on fiabiitty
Is protsbly :omeuhai greafer fhan thet of codelne and, on the

other hand, ts far less than that cf morphine, uepenﬁtég on

the oui'ome ot ct:nicai trisls with ‘the d-mefﬁu!efher af Cromoran,

 the CcmpCUﬂd m!cbi bg constdered a5 & potential. substitute for
codetne. It has one advaniege over d-me}hy! Drcwcran in that
1Y will prohab!y be @ mild ana!ces!c d'ug s!mntar to ¢adeine.
Eorc u!‘& bhess cawpounds Is stitl continuling.
4-4-c:ph‘nyl-u-czmo%hylﬁ~lno- hexancne~3, & member of
the nc*hAdcne sfoup, wiil apn arenf!y have addictiaon llabitis
of a low arder. This compound Is in use In Cermany as an
‘antitussive and further work‘ﬁitﬁ it 1s !mperaFTve.

iti. Nezd for Cantisualisn af tha Project

Alihough seven compounds that have potentiaslilies as
cedzline substituies have beeo vacoversd Ly Phe procréam, only

onz of these so far Is In clinical trial and 1t i3 unknown

cwhether they will nrove satbis actory in :lin155§ vize Thg

;ere compounds develosed, the greater will be bhe chances of
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finding an edequatez ecdeline éubstiiuie.
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1Y " tark Proonsed

Durlng the pﬁrlod July 1954 to Ju!y {9 35 we hesz ia

: conplcic fhe work on +he {somers of 2 w-dlmefhytmcr;hinan and

Con 4-4-c!phenyloo-dtmetbytenlno-hcxencne-3. in add!f!on to

this, we hope to ecxamine the poien%la!i?les of the myristyl
¢ster of morphine and of 3-hvdroxy-h-m-§hylmorphinen.-
Two new epproaches to the problem will be :xplored.

Ont of thcse cons!sfs of attemots to atlenvate the poien.y

‘aad addicticn Viability of the syathelic drugs methadone aad

.

Dromoran by mizing them with apeclf%c antagonists, Neadlliylnore
morphine and N-altv!nordrﬁﬁcrsn, ard such other antagenists
as mey be recommendcd by the Crug mddtc%eoa »ormifica of the

Natjonal Rescarch Councile In ihis coanection it may b2

necejsary to study thz propertics of & nviber of new antaccnists

in the hope of finding aﬂ? ists which arz oraily effzctive.
The following an?eccnisfs #ill be examineds (1} N-a%!y!rbre
discztyimarphine, {21 N-orcoyi«oihyd.onarﬁorphine (3) dexira-

and fevcrciaisry-chlivlncrd?omoran, {41 Icvore‘afnry~a ~:§hyi-

3 £ ] . ¥ - - 4
strer of Mozllylasrdromaren, (5} levoroiaiory=d lenreaparoy le

*

nordromoran, aad ié) !evcrc%a?ary—3~acz?oxv-ﬁ-&!lyindrdrcmarag.
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Tha sececond audrn J’“ will be to lavastliczie the =0
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‘of exiending i%¢ supoly o1 godeing by conmbiniag V1 with.a e F30

blockling agent, beta-a:c‘%y%aﬁsﬁo~?hgsproﬁy} ecatate, which &3S

A

.
Toe

;l\t




‘ o : ‘/

been reported o Incrcase the potency and length of astion

of anslgésic,drvgs !n‘anlmal:. -— ‘
Ve Methods L
| ‘The methods to be used arc the standard addictlon
liability fcsflng methods of the Hi&HvAddicfion 2esédr:h
Center. 'TheseAhavc been described in de%afl in previous.
project dzscr!ptioni aad In previous Annual Reports. For
details thase should be consulted. |

vVi. Evaluatlan of Data ' _ , ' S -

" The evsluation of data hag also beem Qiscussed in
previous deicriptions which should be consuited,

Vit, tocatinn of ‘raject

The wé:k will be cavried autb 2t fthe NIVH Addiction
Research Center, rubllc Hzalth Service Hossital, Laxinctza,
, Rentucky. This lastitution provideé the fwo'necessary

facili?ﬁes fer the type of vark %o'be ;ader%akcn: tf) a

pool of patients who will votunteer for tha gxpzriments wiih

.

r‘

[

gs, 2nd {21! steict eaviconmentai conlrol, whieh srevents

the Introducticn of drugs othae than those under study,

Into the exserimzndal sttuatian.




Viil. Ezxperimental Personnc! 3 o . - -

The work %!!: bs carried ovi under ihé}direc?tqn of
Hirrls Isbell, M.0,, Director of Ee;earch, NIMH~A8d%cf§on
Resesrch Cenfér. This lbv¢sflgafor ha# had rén yearé of exoeri-
ence In research In aarcdf!c drvgzéddiciion and has published
many ba;ers in the f!eld. He will be azs!sfcd:by two ofhcr
‘experienced phystétans, Dr. H, F. Fraser and Dr. Abrehem wiklef,
both of whom heve had ex}ens!ve czperlence ln research 1]
addictlon. In addition to these mcd:ca! personne!, the parte
time services of é B!ochén!sf and Reseérch.Psychotog!s! will  .“
be made avallable., A specla! ward Fof cenduc%tng fhe sfudles

is currenity in opera+lon.

1X. Estimated Cost

e PerSonne!-

6 Psychiatric Alde, GS-5 wsiiiiags
| Physical Science Alde, GS-4
i thzlo!oglsf GS -7

2, Reserve for nignt ho!!day and’
-»-jovcrtlre pav

3.,  Miscellsneous cxpcnses
Totcl v
. ltem 3, ,mlccel!aneou: expenscs- Ircludcs nﬁney fo' fhe

' purchase of drugs, chewicals, glasswere, e!ecfroenceph&iocrcpﬁ!c

end phofogrdp%tc paper , needlizs, uYfiﬂQ?&, zf,.
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