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A nUD'lber of 4-(4'-Aceta:midophenyl)-y-substituted butyl'ophenones bas been synthesised 
and their anticonvulsant properties evaluated. Some of them have shown pro:mising effects. 

v-PIPERIDINO butyrophenones have been 
reported to exhibit various pharmacological 
properties1- 6 . 41-fluoro-v-piperidino butyro­

phenone(I) has been shown to demonstrate sedative, 
a.ntispa.smodic and symptholytic activity1 and it also 
inhibited the enzyme monoamine Oxidase (MA0)1. 
Antideprea~ant, antispasmodic and tranquillising 
effects have been observed in 41-fluoro-4-(4-methyl}­
pipro:idyl butyroplwnone4• 

In view of these varied observations it was con­
sidered worthwhile to synthesise various butyro­
phenones (III} 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 : 

the acid chloride copious evolution of hydro~: 
chloride occurred. The reaction mixture was t tt· 
heated on a water-bath for 30 mins. The carb~oli 
disulfide was distilled off and the resulting thJ 0{ 

brown pasty mass decomposilil by the addition vJ 
crushed ice and dilute hydrochloric acid. The 5.~ 
substance thus obtained was filtered and rocrystalb~)· 
from 40% ethanol, m.p. 140°, yield 15 g (~~ ~~ 
Found : C, 68.67%; H, 5.52%, N, 4.32%. 01aH1J' 1J4~ 
requires, C, 68.57%; H, 5.71; N, 4.44%. I.R. ~-rtr) 
cm-1 (Carbonyl of Butyrophenone); 3300 cm-1 {·1'tv 

(b) Substituted-4-( 4' -Aoetamidophenyl) -v-Amirwbut'!f0' 

phenone (III): 
.:JO' 

A mixture of 0.63 g. (0.002 mole) 4-(4'-AoetaJll"'us 
phenyl)-v-chlorobutyrophenone, 0.22 g of anhydr;d 
potassium carbonate, 10 ml of absolute ethanol ted 
0.002 mole of the appropriate amine was hlJa 

(I) H3 C-C-N ~--IQ\ +ciCO (CH2) cl · )o 
Ill-~ 3 
0 H 

A -@--@- HN/ 1 

(II) H 3 C- C - N C - (C H ) c 1 'R > 
II I ~I 2 3 2 
o H o (r) · 

(Ill) H3 C-C-N ~ c-(CH2 ) -N/AI 
II I ·~II 3 '-.R 

0 H 0 (II) 2 

Experimental 

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

(a) 4-(4'-Acetamidopkenyl)-v-chlorobutyrophe1WM (II) 
In a 500 ml round bottomed :flask fitted with a 

reflux condenser and a calcium chloride guard tube, 
were placed 4-AcetamidodiphenyP0 (16 g), carbon 
disulfide (40 ml) and anhydrous aluminium chloride 
(30 g), and v-ohlorobutyryl ohloride8•9 (25 g) added 
dropwise to this mixture. During the addition of 
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·ad 
under reflux for 10 hrs. At the end of this pe-t'lt;ed 
the solvent was distilled off and the resideue 6.x:trachot 
with hot wate;r, dilute hydrochloric acid and ttt} 
water successively. The solid product was recryB 
Iised from 40% ethanol. 

,rded Tho analysis, m.p. and othor data are reoo 
in Table l and 2. 

Bioassay: 
Eight compounds (Nos. 1, 3, 4, 5, 7, 9, 10 and 11! 

were tested against pentyle.netetrazolo indue(){! con 
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TABLE 

R1 R:~~ M.P. oc 
(1) H Ph 120 
(2) H p-Tolyl 176 
(3) H o-Tolyl 125 

(4) H m-Tolyl 130 
(5) H o-Anisyl 280 
(6) H p-Anisyl 260 

(7) R m-Anisyl 265 
(8) H o-chlorophenyl 125 
(9) H p-chlorophenyl 135 

(10) H o-Nitrophenyl 115 
(11) H p-Nitrophenyl 120 
(12) H n-Butyl 120 

(13) Et. Et. 160 
(14) H Cyclohexyl 145 
(15) H Cycloheptyl 130 

TABLE 

R M.P. Yield oc % 

e. Morpholino 160 70 

b Piperidino 154 70 

0 Pyrrolidino 172 70 

vulsions in micen. Compound No. 10 afforded 
greatest protection (50%) against the deaths and 
convulsive seizures caused by metrazole. ALD50 
(approximate lethal dose 50%) ranged from 650 to 

· 1000 mgfkg. 
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