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Abstract/summary
# 3
ORIGINAL
In order to examine the narcotic action of

1

azacytisine attempt to synthesize 7~hydroxy-N-

Z0

methyl-1~azacytisine(l), which has an additional
3
nitrogen in cytisine ring was carried out succes~

2

~

sfully Hydrolysis of-seeeeer (IlI),which was obtai—
. 4

ned by condensation of ««--(II)with ethyl bro-
moacetate in the presence of sodium amide, was
first examined to giver-seeee (IV),whose methyl-

R — B B T
hydrazination with methyl hydrazine afforded
-...'.."(V)'

Secondly,reduction of the preceding com-
S Fa '

pound (V) with lithium hydride gavess s ees(VI),
which was converted into 7-methoxy-N-methyl~
l-azacytisine(VII) by Heitler-London reaction

. )

with forrﬁaiin and hydrochloric acid, Finally,dé-
methylation of VII with hydrobromic acid afford-
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ed 7-hydroxy-N-methyl-l-azacytisine (I), which
was characterized as the picrate of its ben-

zoate(VIIl), Furthermore,conformation of VII
171..; T -
was discussed,

—11

REVISION 1

In order to eramine the narcotic action of
azacytisine,7-hydroxy—NN-methyl-l-azacytisine
(I) which has an additional nitrogen in Cytisine
ring has been synthesized, As the first step, o+
(I1[) was obtained by condensation of:eereeee (1I)
with ethy! bromoacetate in the presence of sodi-
um amide, Secondly, IIl was hydrolyzed to give
--------- (IV), which was then reacted with methyl-
hydrazine to givesrereeeee (V).

Thirdly,reduction of V with lithium hy-
dride gaves-=--(VI), which was converted into 7
~methoxy-N-methyl-l1-azacytisine (VII)by the
Heitler-London reaction with formalin and hy-
drochlioric acid, TFinally demethylation of VII
with hydrobromic acid afforded I,which was
characterized as the picrate of its benzoate(VII])

Furthermore,conformation of VII was discussed,
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REVISIGN 2

The synthesis of 7-hydroxy-N-methyl-1~
azacytisine(l) is described and its conformation
discussed A summary of the synthesis is, (1) Gon-
densation of-reeeeese (IT) with ethyl bromoacetate
in the presence of sodium amide to give the 2-
ethoxycarbonylmethyl product(Ill) followed by
hydrolysis to the acid(IV); (2)reaction of IV with "
methylhydrazine to protuCe«-.:ee-ee (V);(3) redaction..
of V with lithium aluminum hydride to yield
--------- ( VI);(4) conversion of VI by the He-
itler-London reaction with.formalin and hydro~.
chloric acid to 7-methoxy-N-methyl-1-azacyti~ -
sine(VII) followed by demethylation with hydro~
bromic acid to yield the desired product, The

compound was characterized as the picrate of

-t
-

its benzoate ester
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study the narcotic action of azacytisine derivatives

2. (an)attempt---was carried out successfully XA
R AL G- was synthesizeds{#Fthe synthesis of
«-is described, BEiEM N EHE., attempt X/ANiA, IF 41
all attempts to purify the compound failed &, %
BPEBAT I &, Jbsh, — A KA &1 successfully,
MR EAEsuccessfull,
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