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(i)
SUMMARY

In the present work the follwoing subjects are investigated: |
Synthesis of 4-arylmethyl-6-pheny! (HI g-b) and 6-p-phenoxyphenyf
(HT ¢-g) pyridazin -3(2H}-ones and their 3-chloro dervivatives (IV g-f)

Synthesis of 8-arvimethyl-3-phenyl-6-p-phenoxyphenyl-1,2 4-trigzolo
{4.3 - bj pyridazines (VI a & b}

Oxidation of 6-aryl-4-arylmethylpyridazin-3- (2H)-ones.

Svynthesis of 4-aroyl-6-aryl-3-chloropyridazines (X g - g} and
hydrazinolysis of 4-aroyl-3-chloro-6-phenvipyridazines.

Synthesis of aryl-4(6-P-phenoxyphenyl-2,3-dihydro-3-oxo0)
pyridazinyl oximes (XIV a-¢) and silylation of the oximes (XIVb & ¢ ).

Synthesis of 6-aryl-4-arylmethylpyridazin-3(ZH)-ones (IIf 3 - g) and
their 3-chlore derivatives {IV a - f):

Treating 4H, SH-6-arylpynidazin-3(2H)-ones (II a & b} with aromatic
aldehydes in basic medium gave the corresponding 4-
arylmethylpyridazin-3 (2H)-ones (III a - g). The structure of the
products was confirmed by elemental analysis and i.r. spectra. Reaction
of (I a - g) with phosphorus oxychloride gave the corresponding 3-
chloro derivatives (IV a - f). The structure of the products was

exclusively confirmed by analytica data and i.r. spectra.
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(i)

The action of benzoylhydrazine on compounds (IV ¢, d and ¢) for 48
hours afforded the triazolopyridazines (VI 3 & b) due to intramolecular
cyclisation but for 12 hours the benzoylhydrazino derivatives (VI 3 - ¢)
were isolated. Prolonged heating of (VIII a - ¢) no triazolo derivative

could be isolated in each case.

Oxidation of 6-aryl-4-arylmethylpyridazin-3 (ZH)-ones {IIl a - g) with
chromium trioxide in acetic acid gave 4-aroyl-6-arylpyridazin -3 (2H)-
ones (IX a - g) in fairly good yields. The structure of these products was
substantiated, other than elemental analysis by their i.r. spectra.

The reaction of 4-aroyl-6-arylpyridazin-3 (2H)-ones {IX a - g) with
phosphorus oxychloride, yields 4-aroyl-6-aryl-3-chloropyridazines (X 3
- ). Hydrazinolysis of (X a - d) in excess hydrazine affords in each case
one product, the structure of which was proved to be 1H-3-aryl-5-
phenylpyrazolo [3,4-c] pyridazines {XIIl a - d). The structure of
compounds (X a - g) and {XIII a - ¢ ) was confirmed by elemental

analysis and 1.r. spectra.

Treating of 4-aroyl-6-p-phenoxyphenylpyridazin -3 (ZH)-ones (IX g, f
and g} with hydroxylamine hydrochloride in aquous-ethanol mixture
gave aryl-4 (6-p-phenoxyphenyl-2,3-dihydro-3-oxc) pyridazinyl oximes
(XIV a - ¢ ). Silylation of (XIV b and ¢} with dimethyldichlorosilane in
pyridine gave the corresponding dimethytsilyl dervatives (XVIa & b ).
The structure of the products (XTV) and (XVI) was substantiated from

elemental analysis and their i.r. spectra.
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CHEMISTRY OF PYRIDAZIN-32H)-ONES AND HALOPYRIDAZINES

I- From ocdicarbonyl monohydrazones (azaenaminenes) and active
methylene containing compounds or from acid hydrazides and
x-dicarbonyl compounds :-

Thus standard synthesis of pyridazin-3(2H)-ones has been
applied to the preparation of many J:jeri'«fatinf-.l,:_-.-::l The synthesis

could be represented simply by the following scheme :

~ T T

O Q + NH
+ - 2
OR OR or N—
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The most important example for route (A) is the reaction
of benzil monohydrazone (1} with either ethyl acetoacetate, diethyl
malonate ot ethyl cyanoacetate to give 5,6-diphenyl-4-acetyl {2), &-carb-

ethoxy (3} and 4-cyano-(4)-pyridazin-3(2H}-one, respectively.
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(2)
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Recently, N. Shams et gl_# reported that the reaction of
benzil monohydrazone (1) with benzoyl ethylacetate yields #4-benzoyi-

S5,6-diphenylpyridazin-3{2H}-one (5).

Ph
Ph L SO
(1) + Ph-CO-CH,.COORt —22EL 5 !
N\N o
H

(5)

Among the o¢-dicarbonyl monohydrazones used in this syn-
thesis are the monohydrazone of diacetyl, benzoylacetyl, cyclohexane
dione, glyoxal, methyl glyoxal and phenanthragquinone. The active

methylene containing compounds participating in the synthesis are
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(3)

ethyl phenylacetate, ethyl hippurate etc.

> which is 2,2-dimethyl-1,3-

Recently, Meldrum's acid (6)
dioxan-4,6-dione  was used as an active methylene containing
compound. Thus, treatment of azaenaminones with Meldrum's acid
gave the condensation product of general formula (7}, cyclisation

of these products. to the corresponding pyridazin-32H)-ones [(8) can

be effected under basic conditionss.

0
a o
= V = ><
l ) + >\ R — l O
h 0 N O
\I\NH 4 \lTIH
i {(6) {7)
—MEECO and/or
-CO

|
(8}
[R = COOH or H]

H. Mc Nab et ﬂﬁ suggest that the six ring atoms of the
heterocycle derive from Meldrum's acid (80 [C {3} and C (%] and
from azaenaminones N (1), N{2}, C(5) and C {6l The C {4} —C{5)
bond is formed by Knoe‘.rer'uagel condensation of the two components,
while cyclisation of the vresulting products generates the lactam

function of the pyridazin-3(2H)-one. This method represents
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