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4% ADDICTION LIABILITIZES OF SYNTHETIC
SUBSTITUTES FOR CODSDTNE

Earris Istell
EDR Adéiction Rasearch Cender, PIS, lexington, EY.

A. 7. Fraser, A, Wikler, ¥, R, Hartin and D. E. Rosenzerg -

101-149 Hionr 21-62

To davalep synthetic substituteshror codeiaé which are less addictive than
codelins,

’

Sesting for addictivensss was coopleted or is in progress on the following
nire compounds dhring the reporting year: {1) 1,2'-Brdroxy-2,5,9-trinetbyl-6,7-
venzomorphan {I-m-2}); (2) 1.2-H;droxy-5,9-dinsthyl-2(2-phenethy1)-6,7-ben=oaorphan
{2-8-1) civen orally; (3) 1-Hydroxyethexyethyld-phenyl-3-propionyl-piperidine
(2-D-22); {&) Methotrizeprazine {levomepromazina, VI-C-5}; {5) l-Dimethylanino-3-
paenylindane (I-E-1); {6) 2-izinceindane (I-F-2); {7} mixture of I-H-1 {ses adove}

and IT-G-1 (K-allylnorpherazoeine); (8) 2%-Fydroxy=5,5-dinathy 1-2(3,3~ mathylallyl)e

6,7-benzomorghan {II-C-2); {9) 2-0yclopropy1nethy1-2*ahy&rozy-s,9-dimathyl—6.7-
tenzezorshan {IXI-C-3).

] of these, I-E-1 {crally) and the mixture of I-H-1 and II-C-1 proved to have
addsotiveness greater than codeine and have peen dropped from further consideration.

I~-D-22 {2n antitussive) ﬁnd 1Y-C-2 had laas addictiveness than codelne,
5-0-2 dagerves further investigation as an analgesis,. :

J-E-1, I-0-2 and VI-C-5 had no addlctivencss, T.H-1l 2nd I-N-2 are prehably
oo toxis for elinical uwse, VI-C-5, a chlorpromaczine congener, deserves extensive
investization in ciaronic pain,

II-C~2 has considarabls theoratical interest, sines 1t is morphine-like
behaviorally and ereates x=ild rhysical sddietion bui will not suppress atstinence
from morphins.

IT-C=3 ts still teing studled,




PLANS FOR FUTURZ

{a) long ranse. Woskz will be continued dut wWill be finizhed after 1 Qatoder
1962 by the Faticmal Tnstitutes of Health rather than by Office of Eaval Research,

(b) Izmedista, Druss to ba tested during the ceming year inciugdz II-C-J
{se¢ above), 13.hydroxy-E-ailyl-dihydrosorphine, and sush othar cozpouncs as are | .
reconnended by the Couzittes on Drug Addisticn and Harooties, National Rasearen .. .
Council. i .
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