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R 3-(B-ZETEZE)GMR (Vb - HCI)
N, N-ZIE T H-05|R-3- 7 BE Bt i fE P ok i b I A 4B4a e R (O B 2K BT 1 fn
VII #8&), i RIFERAEZRD T IR, BRNEESR, B 181—
181.5°C (Z#RI®Y 182—183°C), =8 72 %,
ELBR 3-(B-—ERMZ )M (Va - HCD)
# N, N-TIE T 2] we-3- 7 BERE B A0 il 2k b — TE 75 e 5] W3-, % 8k 3 il 7K
N, N-ZIER#E-BGe-3-ZEEm %, SRAngtite, AEIsEsEEmERREHER, ik
RFBRIE LB PR L EEEL , 778 79% (IRIBH|R-3-ZEMERETH), 7 KEE
B8, ma 176°C (3R 174.5—176°C),
MR 3-(B-—EREZE)8R (Ve - H,CO,)
# N, N-TIE T &5 g-3- 2 KE Bt B 84 $1 0k eh —IE IR F0 15] 0e-3-7, B8 18 41 1 R
N, N-Z2IE R -0 -3-Z BB i (iR D) . I8 2 T2, B s (B AT A, B0 )RR R
H B2, RE YA NE kEhE R, s Rk (7F%83%)
FELBPRHERNERSL, , MEA LB RNEELS S, A 128—129C,
ZHF CaH3Nz:CaH 04
T3, % C 67.66 H 8.78 N 7.17
LUK, % C 67.58 H 8.75 N 7.11

2- -5~ P -15IR-3- Z BBt

# Shaw!" P95 E:M 13.5 FHH] v- REGEEZES X EEFERBE 114 % (91%)
WRe 2-FE-S5-FAR-Bp-3-2 B 28, 2T L8 20 EIF, M 63.7 %7K A B 23
ZEF, MREN 7 A, BB R, RENHNE R, TIRGE 8.5 &, BRELERES
BN BRI, RAF &R 138, BF-ait 89%, MPEBELR, B 169—170°,

oS C12H5N30;
R, % C 61.76 H 6.48 N 18.00
LWIH,% C 61.52 H 6.20 N 18.00
LR 2-FAE-3-(B-—IETHZ % )-5-FEEB|R (VI - HCD)

2-F -5 - 15] - 3- 7 Mk B 5.6 SEPE T ke (IRELEE 5 BT LK 100 EFHH
),%% 0°C, WMmEMEEMN 1.7 RIE 10 BFKd), HHakRaR iRy GRRLE)
PA120 BAZBZAHER, HRIK A KRS KA H T KRRETIREMEIET ¥
6.2 F(1E 30 BHZBELATHP), OB IH, MREN 2 /A8, % 5 /K b oKLk vE
Y, DABREREET IR, 18, MEMEARE A, RENLREERYEL 20 7§ BEHR, I
7K 30 ZEF, B A0S R iy PR IS T RS, R ElR (N, N-TZIE T #-2- -5~ R 3~
W-3-Z, 8k E), 2, TIREE 5.5 %(69%), KELRENAEAMEE 2.7 RAENZ
R HER, FTAAWEKEZBRRE L, ARRE-ZBRES &, B 206—
208°C, F°# 92%.

538t C20H3N20-HCI

A, % C 68.05 H 9.42 N 7.94
WM, % C 67.94 H 9.66 N 8.10
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Serotonin Analogues

IV. Compounds Related to 2-Di-n-butylaminomethyl Indole,
an Anticonvulsant of a Novel Structural Type

Cuow Cui-ting, Tsou Kone anp Kyr Zu-voonc

(Institute of Materia Medica, Academia Sinica, Shanghai)

ApsTrACT

A novel structural type of anticonvulsants represented by 2-di-z-butylaminomethyl
indole (Ia) was previously reported by the authors. In order to investigate further the
relationships between structure and activity and to search for more favourable anticon-
vulsants, in the present work a number of related compounds has been prepared and sub-
jected to pharmacological evaluation. It has been demonstrated that the replacement of
the butyl group in Ia by lower or higher alkyls diminishes the anticonvulsant activity. The
therapeutic index of Ia can be enhanced and its duration of action prolonged by intro-
ducing a methyl group at the 3-position. Substituents on the benzene ring in VII reduce
the anticonvulsant activity, but complete loss of activity has been observed only in a few
cases. 3-Di-n-butylaminomethyl indole, the position isomer of Ia, and its several homo-
logs exhibit almost no anticonvulsant activity.

3-Di-n-butylaminomethyl indole was prepared by a Mannich condensation of indole,
di-n-butylamine, and formaldehyde. 3-g-Dialkylaminoethyl indoles were prepared through
the interaction of indole-3-glyoxyloyl chloride with dialkylamines followed by the reduction
of the resulting amides with lithium aluminium hydride. Ethyl 2-methyl-5-methoxy-indole-
3-acetate was converted viz hydrazide into the corresponding acyl azide, which gave N,N-
di-n-butyl-2-methyl-5-methoxy-indole-3-acetamide on interaction with di-z-butylamine. Re-
duction of the amide with lithium aluminium hydride afforded 2-methyl-3-8-di-n-butyl-
aminoethyl indole (VI).

For the syntheses of ring substituted derivatives (VII), aniline and various sub-
stituted anilines were diazotized and subjected to a modified Japp-Klingemann reaction
with methyl or ethyl diethyl keto-succinate. The resulting hydrazones were converted
into substituted derivatives of ethyl indole-2-carboxylates, which were hydrolyzed to the
corresponding acids (X). These acids were converted to the acyl chlorides (XI) and
then to the N,N-di-»-butyl amides (XII). Reduction of the compounds XII led to VII.
2-Dialkylaminomethyl indoles were prepared similarly from indole-2-carboxylic acid and
corresponding dialkylamines.





