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2. The anodic oxidation of some lactams

The anodic oxidation of M-methyllactams (&, a = 1,2) in aceto-
nitrife with EtaNOTs as an electrolyte gave N-methylimides (7,
n = 1,2) and N-methylhydroxylactoms (8, n = 1.2) in moderate
yiels. In a similar manner, the oxidation of N-methylcopro-
factam (6, n = 3} offorded coprolactam (9) and N-hydroxy-
methylcaprolactam (10) in 22 and 9% vields, respectively. The
lost reaction is now being applied to a new synthesis of some
aldehvdes,
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NOVEL 1,3.5-BENZOTRIAZEPINE 'SYNTHESES
B. Agoi, G. Doleschall, Gy. Mornydk®, K. kempert ond Gy. Simig

Research Group for Alkaleid Chemistry, Hungarian Academy
of Sciences, Budapest

Seven-membered heterocyclas such os 1,4-digzepines ond trig-
zepines are of great phormacological interest. During the past
several yaars, we have investigated the possibility of devising
novel syntheses of the 1,3,5-benzotriazepine skeletonl., This
heterocyclic system hos vet searcely been explored and only a
very few outhenticated derivotives of this system hove been
described. This is prebably. due to the fact that, the most ob-
vious syntheses of benzotriozepines moy oliernatively lead to

substituted benzimidozoles:
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In order to minimize the danger of the formation of isomeric
benzimidazale derivatives, an ouxiliary fing was fused to the

seven-membered ring.
X
Qs QL

Two simple, rational syntheses of condensed 1,3.5-benzotriaze-
pines will be discussed. Some of the obtained products dis-
played CNS activity.

1) G, Doleschall, Gy. Horaydk, B. Agai, Gy. Simig, J. Fetter and
K. Lempert; Tatrghedron 32, 57 (1976).

2) B, Agei, G. Deleschall, Gy. Horny6k, K. Lempert and Oy. Siming:
Tetrahedren 32, 839 (1976).
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SOME SUBSTITUTION DERIVATIVES OF ERGOLINE.d WITH
PROLACTIN-INHIBITING ACTIVITIES

I. Krepelka®, M. Semonsky

Reseorch Institute for Pharmacy and Biochemistry,
13060 Prague 3, Czechoslovakic

By introduction of alkyl groups from alkyl halides in the di-
methylformamide medium into the molecules of D-8-cyane-
methylergoline-l and §-norfestuclavine, respectively, prepared
by a series of reactions from D-dihydroergotamine, the corres-
pending D-6-alkyl-8-cyanomethylergolines-l and 6-atkyl ana-
logues of festuclavine were prepared. Some D-6-alkyl-8-cyano-
methylergolines:! were also prepared by reacting sodium cya-
nide with D-6-alkyl-8-chlermethylergolines-|, abtained from D-6-
-alkyl-8-hydroxymethylergolines-1,

Some D-6-alkyl-8-cyanomethylergolines-l were converled to D-6-
-olkyt-8-ergeolin-I-ylacetamides, either vig the corresponding
8-carboxymethyl acids, their methyl esters, ond their hydrazides,
or by direct addition of water to the nitrile groups in the parent
campounds in @ heteregeneous biphasic pyridinic-agueous me-
divm in the presence of tetraalkylommonium bases.

1-Nitroso derivatives of D-6-alkyl-8-ergelin-I-ylacetamides were
prepared by the oction of excess nitrous acid upon the corres-
ponding hydrozides of D-6-alkyl-8-ergolin-l-ylacetic acids and
decomposition by aqueous ammonia of the intermediate 1-ni-
troso dgrivatives of azides of the acids.

The 6-alkyl analogues of festuclavine, D-8-cyanomethylergoli-
ne-l, and D-8-ergolia-l-ylacetemide produced marked ontinide-
tion and antilactation effects in biclogical tests. On introduc-
tion of the ethyl, prepyl or allyl groups into the position & in
the ergeline cycle the prelactin-inhibiting activities of the com-
pounds ware morkedly enhanced in comparison with the acti-
vities of the corresponding 6-methyl derivatives,
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THE $YNTHESIS OF GEMINALLY DISUBSTITUTED
4,5-DIHYDRO-6M-CANTHIN-6-ONES

k. Trojének’, . Héjitek

Research Institute for Pharmacy and Biochemistry,
19404 Prague ¢

in the post decade some clkaloids of the eburnene group, ¢.g.
vincomine 1, hove attrocted much interest, especially in view
of their known biclogicel activity. In continuation of our bro-
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cder programme in this field we focused our attention on the
synthesis of their degradotion products — 4,5-dthydrocanthin-
s-ones — particularly on (—}-4-ethyl-4-propyl-4,5-dihydro-6H-
-conthin-6-one 2, which was readily obtained by degrodotion
of (-F)-vincamine 1.

Starting from racemic and optically active 2,27 and 3,3-disub-
stituted 3-methoxycarbonylpropionic ocids 6—*% the appropriate
amid-esters 10—13 were prepared, which on Bischler-Napierel-
skii eyelization followed by selenium dehydrogenction afforded
the desired 4,5-dihydrocanthin-6-ongs 2—-5.

The synthesis of succinic acid-esters 6—9 wil! be discussed bri-
efly together with the physico-chemical properties of trypto-
mides 10—13 and especially of conthin-6-ones 2—5

LITERATURE

1) The Vinca Alkaloids. Botany, Chemistry, and Pharmacology, Ed. Toyler
W, I. ond Farnsworth M. R., Marcal Dekker, Inc.. New York 1972
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SYNTHESIS OF SUBSTITUTED 1(2H)-ISOQUINOLINCNES
ANC 8-OXOBEREBINES FROM HOMOPHTALIC ANRYDRIDES
AND AZOMETHINES

M. A Haimovo®, 5, €. Mihovska and E. R, Stanoeva

University of Sofia, Department of Chemistry, Sofia 1125,
Bulgeria

Recently we reported that the reaction of 1,3-isochromandienes
{homophtalic anhydrides) with acyciic and cyclic azomethines
can be used 05 a method for synthesis of 4-carboxy-1{2H)-
-isoquinclinenes, 13-carboxy-8-oxoberbines and 14-carboxy-
hexadehydroychimbanes!.2,

Homophtolic anhydrides 1 react analegously with azomethines
of aromatic, heteroaromatic and aliphatic cldehydes and ke-
tones, and aliphatic amines 2, as well os with 1-alkyl{aryl)-6,7-
-dimethoxy-3,4-dihydroisoguinefines 4 ({refluxing of 1 and 2,
resp. 4 in benzene er dichlorosthane, extraction of 3, resp. 5
with NaOH . aq), where trans-2,3-disubstituted or 2,3,3-trisubs-
tituted-4-carboxy-3,4-dihydro-1(2H}-isoquinclinenes 3 (R = H)
and 14-alkyl{aryl}-13-corboxy-8-oxoberbines 3 (R = H), resp.,
ore obtained. The relative configuration of 3 is proved chemi-
cally end by NMR-investigatien of their corresponding methyl
esters 3 (R = Me)!.2 The spatial structure of C-13 and C-14
cen not be established by NMR-analysis of 5 (R = Me).

Only in the case of the reaction between 1 (R! = H or MeQ)
and ethoxymethyleneaniline (2, R2 = H, R} = EtO, Ri="Ph)
4.anilinomethylene-1,3-isochromandiones § (Rl = H or MeO)
are obtained. In conditions of alkaline hydrolysis they are con-
verted into 4-carboxy-1{2H)-isoquinclinones 7{R = H, Rt=H
or MeQ, RZ = Ph). The NMR-spectra of their methyl esters show
a great similarity with the spectrum of the ester 7 (R = R2==
= Me, R} = H), which was obteined by us from the known

acid 7 (R = H)% In these two cases an aldel condensation
between the CH-acidic anhydrides and the aromethine takes
place.

1. M. A. Haimova, N. M, Molloy, 5. C, lvanova, A. J. Bimitrova

“and V. |. Ognyenov, Tetrahedron 33, 331 (1977};

2. M. Haimova, E. Stanceva end A. Dimitrova, Compt. rend.
285C, 353 (1977);

3. V. H. Belgoenkar, R. N. Usgaonkar, Tetrahedron Letters 1975,
3849. :

Ro,C . Aoz
| .
A o R
R 2 " g}
1 2)_ HR i3 e
R A [
M ¢
1 Z EN

R = Hor Me; Rl=H or MeQ; RZ = H or Me;

R3 = Ph, 2-furyl. Me, E&t, iso-Pr ete.

R4 = PhCHz, PhCH2CHz, (MeQ):CHCHz, Me, Et, n-Pr, iso-Pr,
cyelahexy! etc,
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ON THE MECHANISM QF THE AMINATION
OF 3-SUBSTITUTED DERIVATIVES OF 1,2,4-TRIAZINE WITH
POTASSIUM AMIDE IN LIGUID AMMONIA

Andrzej Rykowski*, Pawel Nantka-Namirski
Institute of Orgonic Chemistry, Polish Academy of Sciences,
Poland

Henk van der Plas

Laberatory of Organic Chemistry, Agricultural University,
Wageningen, The Netherlands

Amination of 3-methylthio-1,2,4-triczine with potassivm cmide
in liquid ammonia al —75 °C yields the correspending 3-amino
compound and in oddition 3,3 -bis{methylthic}-5,5'-bi-1,2,4-tria-
zine. It hos been proved using the corresponding 3-methylthio-
{4-15N]-1,2.4-triozine that omination goes for about 93% via
a ring opening - ring closure sequence (SNANRORC-mecho-
nism)! {see Scheme)
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