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t. Background Informat lon

Since July 1951, & project designed to devziopﬂa synthetlc
drug which would Se es safe as codelne with respect to toxleity,
anf!fusslve acflvtfy, and addlcf!on tiabllify has been carrled
on within the haf!onal las*!fu-e of Meafal Health Addiction
Rescarch Cenfer, PHS Hosptfa!, Lexingfon, Kentueky. This

project has been ftnanced In !arne part by funds from the

- Offlce of Naval ’esearch and ?bts descr ption constitutes a

I'd
request fqr renewal of the project for the pertod | July 1956

to 3Q June 1657,
A zya?héfic sbbsftfufa for ccdeine 1s badly needed slace

oplum or morphine derlved from oplum constiiutfe ithe coniy source

of codelfae. Unless & syntheilc substfivie for codelfne Is

déve!opédAfhe Untted Sfa?esghusi'conffnge'fo steckpile onifum

- In order 1o provide adzquaiz sunnlies of zodeclne for baoth ihe

clvillan and military populatlons In the event of war. The

facllities of the NIMH Addiction Research Cenler are sof

sufficlent to cerry on thils work In addition te drug testing




'»add[ftonal fvnds a&z suppl!ed by ihe Deparfmznt of Defense.

2. York Accomp!!shed to Date

Prevtﬁus work has been suvmmarized In fhe aanué! progress
repoéfs'senf to Cap* F. H. QGuirby, Head of the thstologv
Braach, Off lce of Nava! Rescarch. - ' .

- Two drugs have been developed which are promisling pctential
substttutes for codelne for relief of équgb. These drugs arz
{H déxfromthorphan, and {2} neécoflne. Netther drug bosse#ses
.'§ny addlct lon ll;bll!fy and both have relativetly low fo*lct*v.
They currently are under_infenffve clinical s%udy-for awfi-

2
tussive effect. )

Although fwo véry'p}omisingiqpft}usélve substitutes for

codeine have beges found, nmo compsund is'ye%‘avaiiab!etwhtch is
as cffective as code!ac for the rellef of mild grades of pala
and whlch is as safe as codelne with respect %o both toxticity

and addiction ffabliity. More thaa 25 compounds have been

-
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studied to date, Sewzn of $: ~sounds hove romise

(1)
9

scme p
 as subst tfutes for codéinz-for analgesic use. The oufs?and!ng
compopnﬁ§ are a!pbaﬁil- aﬂd_alphafg-l,Q-Dtphchyt;Q-proaicnﬁxy-
dimzthylanlino-3-methyibufanes. 1he dz:?rcroia?ory.isomer
accounts for all the analgesic potency of these pariticular

- compounds. The drugs are nomfoxlc, are batter szdatlves thenm
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1s codelne, supprf' “abstincnce from morphine oaly slighily,

and have been repghied-to be effeciive In the relief of
elinlcsl paln, aif&oughﬁsfudfes of fhe'cna!gestc'effccf

are still Tnadequatce.
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3. Need for Continuvailon of the Project

Although ftwo drugs hasve been discovered fhaf heve promise
as potealtlal an?!¥uss!v¢ subsflfu*es for codelne ond scveral
rugs have been 4}scovercd which might serve as possible - L=
subst ttutes for ;ode!nz for analgesla, 1t ts sttif unknown
whether any of fﬁzse drugs wili be completely ssfts:ac?ory
" tw ellinlcal use for eifher purpose. ¥t ois, fhererore,
essenffal to coatiave f@g szarch since the targer the number
of compounds deveIOpgd#éreafer f::fhc éﬁaacz of finding a

completely adequate subsf!fufe;-v
. 7 ‘
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4, ﬁbrk Proposed

Dur!ng'iﬁe period 1 july 1956 %o 30 lune 1957 we propose
to complete fhe sfudiés on the verv imporiant mefhylbuligaz
. compousds meafloaed.above. This drug is so promisiag that
d!tecf’dddfcflon liabtltty studles arz‘éequtred; Such sivdies
.are #e;y %}mz'cqnsum?ng andnslil reauire six to atne monaths
" for complzetion. In addltlon, we intend to study the addleflon

T1ablility of N-al!yidthydrchydroxycheinone to evaluate the
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addictlon tiabliliy of the dibydrocodelne aad,fo'sfudy such
other ;ubsfancés as ﬁaytbc suggesied by the Committce on

Drug Addictlon and Narcoflcs, Natfonal Research Covncil.

"S. Methods

~ The methods fo be used are the standard addtcfloa !iébil!fv
test ing mcfbods of the bU&P!AddIci!oa Research Ctnfer. These
have been describzd In previous pfojecf oescripfions ead

should be consulted for detalls.

———

6., Evaluvation of Data

-
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The evaluation of data oﬁfgfﬁed fa fhe addlction liabiitly

program has also been discussed In arevious prejeet desceipllons.

s

7. Lloection of Proijcet

I

Tork will be carried out al %he-hﬂ&%{Addicf!oa Research
Cenfcr;'PHS Hosplitel, Lextagion, Ken%ucky.. This tnstituilon
provldes fﬁe fwornzce§$ary faciltitles for thhe type of work to
be u1q»rfafeﬂ. f‘! 2 F;o! ct p#%§erfs who wiil wvoluafzer for
exper!nen.s ‘with drvgs, end {2} strict cnvircnﬂeafaf con‘ro!
-which grevears the - anffoducr!on or drugs 05Hcr thaa theose und er

-

sfudy Inlto the experimzn‘al siivatioa.
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8. - Experimenfal Personne}

Wbrk wtll ‘be carrlzd ‘out under the directlon of Harris Is ball,

'_L.D., Direcror, hﬂu?lAddtcfton cheorcb Center. This lnvesftgator‘

has had fwclve years of cxperlencc In re;earch In narcolic drug
cddtcf?oa and has pub?!shad maavy ﬂa:e}s in the fleld. UHe wiill |
be a.s!sfcd by two other cxper!enced physiclans, Dr. h. Feo Fraser
and Dr. Abraham dtkler,' both of vhom have had exfensive expeylence
tn reszarch !ﬂ'aédicfion, vlfb many publicefions., In addition
to_these mzdl&aivpersonuéi the peri~time services of a-btocbemfs?
and reszarch‘psychélogis* w{i! be made avallable. A speclal

ward for fhe conduct of ihese studies Is currently "in operation.:

PR
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0, Estirafed Cost ' .

A
The aﬁoun oz moaey requ»s%ed has bzcn iacreosed. This is
necessary 5n order fo provide fuq”s for the iqcrea<~ in Civit -

Service pay which weat tato effect In March 1955,
t. Personnel I )

6 Psychlafric Aides Gs-5 {54210, poae!

! Physical Sclence Alde GS»S , )

Ce ?-ser r Premiuvm Pavy .
INight differeniial, Hoiiray, C‘er*Im,}
2. Treovel

&, Miscellanecus Expeasc
{Crugs, chemicals, classvarc, =
pho:f:.gp.sy supplics, cicl
'l
Hisen
03 Jznuary 1530

.




