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In the course of investigation of compounds prepared in this laboratory, it 
was noted that several compounds which contained a benzylamide residue had 
pronounced anticonvulsant activity when tested either audiogenically or by 
means of the electroshock test in rats. This observation led to the preparation of 
40 compounds including N-benzyl-P-chloropropionamide (I) or “Hibicon”, a 
product having a 4+ rating in both audiogenic and electroshock tests. This 
compound has been found on extensive clinical trial (1) to be effective in the 
treatment of grand mal. 
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The simple aliphatic derivatives as represented by compounds 1 through 8 in 
Table I show an apparent decrease of activity in the audiogenic rating and a 
rapid drop in electroshock activity as the aliphatic side chain is increased. 

Compounds 9 through 12 in the table involve the replacement of the hydrogen 
in the side chain by an aromatic grouping. In general, activity drops to zero 
with the exception of N-benzylphenoxyacetamide (No. lo), which maintained 
a moderate audiogenic activity a t  high dosage. 

Compounds 13 through 20 represent the interchange, for comparative study, 
of the sulfonamido group for the carbonylamido residue. As in the previously dis- 
cussed aliphatic series, activity decreases with increasing side chain, the most 
active compounds being Nos. 18 and 20-the N-benzylamides of ethane- and 
benzene-sulfonic acids. 

In general, the preparation of the dibasic amides and those of aromatic acids 
resulted in compounds lacking in activity. On the other hand halogenation had a 
pronounced positive effect in increasing the rating. The substitution of chlorine 
for hydrogen led to more active compounds than substitution by bromine or io- 
dine. The compounds thus synthesized were also less toxic than the parent. 

Polychlorination as in compounds 28,29 shows no additive effect in rating over 
that of the monosubstituted compound No. 26. 

The tremendous increase in activity of the @-substituted propionamides seems 
to indicate that the degree of activity should be a t  a maximum when the system 

X-C-C-C-N is present, for halogenation on carbons other than of the p- 
carbon results in a marked decrease of activity in the electroshock test. In this 
group, No. 32 (N-benzyl-@-chloropropionamide) seems to be the drug of choice, 
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1 Present address: Medical School, University of Geneva, Geneva, Switzerland. 
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showinga veryhigh (4f) rating in both the audiogenic andelectroshock test with 
very low toxicity. If No. 32 is para-chlorinatedas in No. 36, the electroshock rating 
is partially destroyed. The replacement of the N-benzyl group of the highly active 
No. 32 with an n-propyl group (No. 37) shows a specific decrease. 

The replacement of the regular acid groups by the carbonic and carbamic acids 
as represented by compounds 38, 39, and 40 shows moderate activity for this 
substitution. 

The complete results of the pharmacological tests are reported elsewhere (2). 
In  general, the desired benzylamide was synthesized by the direct reaction of 

the corresponding acid chloride with two moles of benzylamine in ice, or by the 
simultaneous addition of 1 mole of alkali and amine at 0-5". The preparation of 
N-benzylphenylmethanesulfonamide required temperatures upward from 50" to 
get a satisfactory yield. 

It should be noted that the m.p. of the N-benzylcinnamamide prepared by us 
was more than 100" lower than that reported by Dermer and King (3) who pre- 
pared their amide by aminolysis. This may be due to cis-trans isomerism. 
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EXPERIMENTAL 

N-Benz~l-a-chloropropionum~de. (Method A) To 40.3 ml. of benzylamine in 150 cc. of 
water a t  -5' was added, dropwise and simultaneously with vigorous stirring, 48 grams of 
a-chloropropionyl chloride and 14.8 g. of sodium hydroxide in 50 cc. of water. After allow- 
ing the  reaction mixture t o  come to room temperature, the desired product was filtered 
and washed with ice-water. Yield 35.5 gms., m.p. 74-76"; after two recrystallizations from 
ether and petroleum ether i t  melted a t  80-82". 

N-Benzylpelargonamide. (Method B) To 30 gms. of benzylamine (0.28 mole) rapidly 
stirred in crushed ice was added dropwise 24.7 (0.14 mole) of pelargonyl chloride. The reac- 
tion mixture wa8 filtered and washed with water. This solid, after recrystallization from 
methanol, melted at 66-69'; yield 29 g. 

SUMMARY 

The preparation of 23 new benzylamides is reported; these compounds were 
tested for anticonvulsant activity. One of them has been found to be active clini- 
cally in the treatment of grand mal. 
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