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This document was prepared as an account of work sponsored by the United States
 Government. While this document is believed to contain correct information, neither the
United States Government nor any agency thereof, nor the Regents of the University of
California, nor any of their employees, makes any warranty, express or implied, or
assumes any legal responsibility for the accuracy, completeness; or usefulness of any
information, apparatus, product, or process disclosed, or represents that its use would not
infringe privately owned rights. Reference herein to any specific commercial product,
process, or service by its trade name, trademark, manufacturer, or otherwise, does not'
necessarily constitute or imply its endorsement, recommendation, or favoring by the
United States Government or any agency thereof, or the Regents of the University of
California. The views and opinions of authors expressed herein do not necessarily state or
reflect those of the United States Government or any agency thereof or the Regents of the
University of California.
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no succsssful application of this reaction to codeine itself has been reportsd

’Th@ Jsual sther-cleaving reagents (concentrated hydrogen iodide and hydrogen 7

beomide, in aquscus solution or in glacial acetic acid) appear teo be too dras-
tic. However, pyridine hydrochloride, which has been used m«@@ntly te prepare
_d@smcym@xphin@a from d@s;@:w@@d@ines 94’ under @ar@ftﬂ.ly controlled eonditions
effected the clesvage of codeine to morphine in a reasonable yield (22%)

and hence was spplisd to the meparaﬁion of morphin@mNmme’bhylmGu f;ff’@m codsine=
Nemethyl-G%, ' | o

Norgodeins. - Acetylcodeine (mepe 132-133°) was prepared in 95% yield
by heating s solution of codeine in seetic }_. aphydride under reflux for twenty

3

hours. Following the prosedure of von Brau..” this was converted by reaction

with cysnogen bromide to N-cyancscetylnorcodeins {m.pe 183=184°) and then

hydrelyzed St@p’mﬁ’ié@ to N@@yanmor@od@in@ {mopo 259:261@) and norcodeine.

(mepo 184~1859) @@port@d {3) mopo 184% o« The over-all yleld from codeine

to norsodeine was 46%.

Codsine-Nemetnyi=Gi4, - Alkylation was carried out ss deseribed by

‘  von Braunj using 5023 go (1804 millimoles) of noreodsine znd 1,30 go (9.2

millimoles) of methyl icdide containing 4.72 me. of GM} The crude cedeine

was crystaliized from benzens snd sublimed to give 940 mg‘;' of codeine=N=

Vm@thylaﬁma MmePe 154-155% specific sctivity, 1.78 Me/mg. The yield was

35% based on methyl icdide,
/

o = Glsavage of 1.00.g. of @odezi;n@anm@thyl=GM

(speeific activity 3.56 Mo/mg.) was effected by hesting with pyridins

7

hydrochloride in the nanner mreviously described i‘_‘or»@ ~degoxycodeine ozﬁ"b

- The resction mixture was dissolved in 20 ml. of waters basified with 10 ml.

of 4N sodium hydraxide, and the non-phenclic meterisl was removed by extrace—

tion with four 15 ml., portions of chloroforme. The combined chloroform



e

&

\ j \

UCRL-1455

extracts were washed with ‘10 ml. of 0,5N sodium hydroxids and 10 ml. of

watcwé and the aqueous phase, after adding the ﬁa@hingsg was adjusted to

P 9 and cooled thoroughly to precipiﬁa‘ce phenolic material, After filter—

ing and drying, this phenolic matsrial was digested with 75 ml. of methanol,

the mixturs was filtered hot, and the filtrate was chromatographed on an

alumina ((M@r@k) column (120 x 11 mm.) using 700 ml. of methanol as eluent.

The residue after evapcration of the methanol was dissolved in 10 ml. of

0,28 sodium hydrexide, filtered, and the filtrate was adjusted to pH 9,

rrecipitating the berud@ morphine, After drying, this cruds morphine was

sublimed (180-190°/0.1 mm.), and thé sublimate was crystallized from

absolute ethanol. There was thus obtained a total of 210 mgo (22%) of

morphineml\!am@thylmcug MePo 254&25509 specific activity, 3.75 Hc/mgo
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