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A number of 4-(4-Acetamidophenyl)-y-substituted butyrophenones has been synthesised
and their anticonvulsant properties evaluated. Some of them have shown promising effects.

v-PIPERIDINO butyrophenones have been
reported to exhibit various pharmacological
properties!-8. 41-fluoro-y-piperidino butyro-
phenone(I) has been shown to demonstrate sedative,
antispasmodic and symptholytic activity! and it also
inhibited the enzyme monoamine Oxidase (MAO)?.
Antidepressant, antispasmodic and tranquillising
effects have been observed in 41-fluoro-4-(4-methyl)-
pipezidyl butyrophenoned.

In view of these varied observations it was con-
sidered worthwhile to synthesise various butyro-
phenones (ITT) with basic substituents.

The compounds (III), have been prepared by
treating 4-(4'-Acetamidophenyl)-v-chloro-butyrophe-
none (II) with various primary and secondary amines.
(II) was obtained by the Friedel-Crafts reaction of
4-Acetamido diphenyl with -v-chlorobutyryl chloride.

The steps involved in the synthesis are :

(1) HyC-C-N +.c|co (c:Hz)3 o ——
O H
)
HNZ
m bcog-n §-Cora, o ——%

(II) HyC-C-N
O H

Experimental

Melting points were taken in open capillary tubes
and are uncorrected.

(a) 4-(4'-Acetamidophenyl)-v-chlorobutyrophenone (11)

In a 500 ml round bottomed flask fitted with a
reflux condenser and a calcium chloride guard tube,
were placed 4-Acetamidodiphenyl® (16 g), carbon
disulfide (40 ml) and anhydrous aluminium chloride
(30 g), and v-chlorobutyryl chlorided® (25 g) added
dropwise to this mixture. During the addition of

848

. e
the acid ohloride copious evolution of hydf‘)g‘eIl
chloride occurred. The reaction mixture was Zoﬂ’

heated on a water-bath for 30 mins. The cafl.;
disulfide was distilled off and the rethin;g‘ﬁh' o
brown pasty mass decomposed by the additio? i
crushed ice and dilute hydrochloric acid. The Ei(;ed
substance thus obtained was filtered and recrystol! )
from 40%, ethanol, m.p. 140°, yield 15 g (7TO i
Found : G, 68.67%; H, 5.52%, N, 4.32%. CisHis" Uiy
requires, C, 68.57%; H, 5.71; N, 4.44%, LR. NITU
em-1 (Carbonyl of Butyrophenone); 3300 ¢cm (-

(b) Substituted-et-(4’-Aoetamidophenyl)-v-Am'inoWW
phenone (111) :

A mixture of 0.63 g. (0.002 mola) 4-(4'-Acetani}
phenyl)-v-chlorobutyrophenone, 0.22 g of anh}’dro({
potassium carbonate, 10 ml of absolute ethanol Z;gd
0.002 mole of the appropriate amine was he?

R

o ()

{00 gt -n

O (11)

under reflux for 10 hrs. At the end of this Penod
the solvent was distilled off and the resideue exﬂa“hat
with hot water, dilute hydrochloric acid and )
water successively. The solid product was recry®
lised from 409, ethanol.

The analysis, m.p. and other data are rooorded
in Table 1 and 2.

Biloassay :
Eight compounds (Nos. 1, 3, 4, 5, 7, 9, 10 and 12
were tested against pentylenetetrazole induced ¢
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TaBiE 1
% Nitrogen
R, Ry M.P. Yield Mol. formula
°Q % Caled. Found
(1) H Ph 120 70 C24H4N,0, 7.52 7.38
(2) H p-Tolyl 176 75 CosHoe N0, 7.25 6.92
(3) H o-Tolyl 126 73 CasHeN20, 7.25 6.95
(4) H m-Tolyl 130 75 CosH26N202 7.26 6.93
(5) H O-Al’liﬂyl 280 72 CgestNgOa 6.96 6.84
(8) H p-Anisyl 260 70 CasHoeNzOg 6.96 6.72
7 H m-Anisyl 266 71 CosHyeN203 6.96 6.92
(8) H o-chlorophenyl 125 68 Cp.H;3N,0,C1 6.88 6.563
(9) H p-chlorophenyl 136 75 024H23N30201 6.88 6.45
(10) H o-Nitrophenyl 115 70 CaaH o3 N0, 10.07 9.52
(11) H p-Nitrophenyl 120 70 CaH,5N30,4 10.07 9.54
(12) H n-Butyl 120 70 CooHysN,0, 7.95 6.54
(13) Et. Et. 160 70 CasHygN,Og 7.95 7.58
(14) H Cyclohexyl 145 70 Cy, H3,0,N, 7.36 6.48
(156) H Cycloheptyl 130 70 CagHa30: N, 7.12 7.54
TaBLE 2
9 Nitrogen
R M.P. Yield Mo.l formula
°c % Caled. Found

a MOl'PhO]j.nO 160 70 ngHgaNgoa 7.65 7.54

b Piperidino 154 70 CyaH 5 N0, 7.66 7.48

¢ Pyrrolidino 172 70 CyaH3s N0, 8.00 7.94

vulsions in mice*. Compound No. 10 afforded
greatest protection (509,) against the deaths and
tonvulsive seizures caused by metrazole. ALDj,
(approximate lethal dose 50%,) ranged from 650 to
" 1000 mg/kg.
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