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ON THE SYNTHESIS AND REACTIONS OF 1-ARYL-2-CARBA-
MOYL-1,4-DIHYDRO-3{2H) - ISOQUINOLINONES

E. Zéra-Kagxién', Gy. Dedk end L. Hazei
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of Sciences, Budapest

I order to study the influence of the carbamoyl group on bic-
logicel activity, we have prepared the N-carbamoyl derivatives

of the potent anticonvulsant 1-ary!-1,4-dihydro-3(2H)-isoquine-
linones synthesized first by us.

The compounds of general formula 1, in which R? is an alkyl
or aryi group, have been prepared from the parent compound
and the appropriate isccyanate. As the reaction of the N-car-
beathoxy derivative with emmonie yielded an unexpected pro-
duct, the compound containing on unsubstituted carbameyl
group (R3 = H) wos prepared by the detitylation of the trityl
carbamoyl derivative. .

The investigations included kinelic measurements on the forma-
tion of the carbamyol derivatives from different isccyanates.
The reaction of carbamoyl derivotives 1 (R = H, alkyl, phenyl
and substituted phenyl group) with nucleophilic reagents,
mainly primary and secondary amines 2 (Fig. 1} hos alse been

studied,
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The 2-carbamoyl-1-phenyl-1,4-dihydro-3(2H)-isoquinclinonss re-
act with amines in twe ways: with primary amines, ring-opening
affords urec derivatives 3 in excellent yields, whereos with se-
condary amines the side chain is split off.

The hitherto unknown urea derivatives 3 con be used s starting
materials in the synthesis of new heterocyclic compounds.
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CONDENSATION AND ARCMATIZATION IN THE REACTION
OF BENZQISCQUINQLINQNES WITH BENZALDEHYDE IN DMF
SOLUTION IN THE PRESENCE OF STRONG BASES
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Institute of Experimental Medicine, Rungarian Academy
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We have recently reperted that reaction of 1-aryl-1,4-dihydreo-
-3{2H)-isoquinclinones, synthetized first by us, with arematic
aldehydes in the presence of strong bases yields 1-aryl-4-cryl-
methyl-3(2H)-isequinolinone derivatives not known so far. As an
extension o condensed isoquinolinone systems, first the reac-
tion of 1-phenyl-1,4-dihydro-3(2H}-benzo[flisoquinclinone with
benzeldehyde was investigated and the formation of two pro-
ducts observed: the carbonyl addition type reaction of the ac-
tive methylene group in position 4, yielding the appropriate 4-
-benzyl derivetive A, was accompanied by aromotizotion of the
starting compound, resulting in the formation of B:
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According to NMR spectroscopy, the mole ratio of B to A is
4:1 in the product mixture. |n the reaction of the benze[h}
derivative no aromatization could be detected, the reaction af-
fording only product A. Assuming the existence of steric hid-
rance to the formation of product A, the reaction of 1-phenyl-
-5-methyl-1L4-dihydro-3(2H}-isequinolinene  with benzoldehyde
has also been investigated; in this ¢ase no cerbonyl addition
accured and the aromctized 5-methyl-1-phenyl-3(2H)-isoquino-
linone derivative was formed exclusively,

I order to clorify the role of the NoH-DMF system in the aro-
matizotien, the reoction wos &lso investigeted without benzal-
dehyde, in the presence of excess NaH. With 1-phenyl-1,4-
-dihiydro-3(2M) -isoguinolinone as medel compound the product,
however, was 4-methyl-1-phenyl-3(2H)-isequinolinene  rother
than the expected aromatized ¢compound:
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According to date in the literature, the reaction of NaH with.
OMF leads to the formation of formaldehyde. Investigations
with deuterivm-labelled compounds indicate thas the conden-
sation of the formaldehyde thus formed with the active methy-
lene group moy produce a 4-methylene intermediate, ahich
offerds the end product via intramolecular hydrogen migration,





