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TABLE I 
STRUCTURES AND ANTIELECTROSHOCK ACTIVITIES (RELATIVE TO PHENOBARBITAL) OF F’ARIOUS 3-ACYLINDOLES 
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a Activity when tested is indicated by the following symbols: 0, tested hut not different from control; <9, etc., significant threshold 
increase hut less than Phenobarbital at the indicated dose; =10 not significantly different from phenobarbital a t  the indicated dose; 
>10 more active than phenobarbital at the stated dose. c 25 mg./kg. 
intraperitoneally 30 min. before electroshock. e J. Szmuszkovicz, J .  Am. 
Chem. Soc., 82, 1180 (1960). h See footnote 
7 .  3 In  separate tests in mice at 30, 60, and 90 min. 
after administration i t  was found that 30 min. waa peak effect time. J. Szmuszkovicz, J .  Am. Chem. Soc., 79, 2819 
(1957). 

* 100 mg./kg. intraperitoneally 30 min. before electroshock. 
Available from Aldrich Chemical Co., Milwaukee, Wis. 

f See Experimental for details of synthesis. Q J. E .  Saxton, J .  Chem. Soc., 3532 (1952). 
J. B. Brown, H. B. Henbest, and E. R. H.  Jones, J .  Chem. SOC., 3172 (1952). 

See footnote 8. 
See footnote 6. ’’ J. Szmuszkovicz, J .  Org. Chem., 27, 1582 (1962). 

the current strength 50 and 95% confidence intervals of the 
standard. 

Chemistry.-The structures of the various indole derivatives 
tested are listed in the Table. References are given to compounds 
described in the literature. New compounds and old com- 
pounds prepared by new methods are described in Experimental. 

Discussion 

Structure us. Anticonvulsant Activity Relationship. 
Effect of Substitution on the Indole Nitrogen.-Exam- 
ination of Table I shows that methylation of the indole 
nitrogen decreased activity in two cases (compare 19 
and 17; 37 and 38), had no effect in four cases (4 and 

5;  2 and 3; 10 and 11; 30 and 31) and increased ac- 
tivity in five cases (34 and 35; 32 and 33; 15 and 13; 
16 and 21, 24 and 23). Replacement of methyl by 
ethyl decreased activity in all three cases (13 and 14; 
21 and 18; 23 and 22). Replacement of hydrogen by 
acetyl was without effect (6 and 2). 

Effect of Substitution on the 2-Position of the Indole 
Ring.-Methylation of the 2-position was without effect 
in three cases (2 and 4; 30 and 32; 3 and 5) and in- 
creased activity in one case (31 and 33). Replacement 
of methyl by phenyl decreased activity (33 and 36). 

Effect of Substitution on the 3-Position of the Indole 
Ring.-Although in the 4-carbon unhranched alkyl 




