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Summary. D i f f e r e n c e s  in n e u r o l e p t i c  a c t i v i t y  w e r e  o b s e r v e d  b e t w e e n  t h e  d i a s t e r e o i s o m e r s  of a d i h y d r o d i b e n z o t h i e p i n  
d e r i v a t i v e ,  whi le  no  p o t e n c y  d i f f e r ences  were  seen  b e t w e e n  t h e i r  r e s p e c t i v e  e n a n t i o m o r p h s .  

T h e  s t e r e o s e l e c t i v e  b io logica l  a c t i v i t y  of  t h e  n e u r o l e p t i c  
c o m p o u n d s  b u t a c l a m o l 2 ,  3 a n d  o c t o c l o t h e p i n  4 h a s  b e e n  
r e p o r t e d .  (+)-t3utaclamol h a s  been  o b s e r v e d  to  be a t  
l eas t  100 t i m e s  m o r e  p o t e n t  t h a n  i t s  ( ) - e n a n t i o m e r  in 
i t s  ab i l i t y  to  a n t a g o n i z e  a m p h e t a m i n e - i n d u c e d  s t e r eo -  
t y p e d  b e h a v i o r  in r a t s  8, wh i l e  ( + ) - S - o c t o c l o t h e p i n [ 8 -  
c h l o r o -  1 0 - ( 4 - m e t h y l p i p e r a z i n o ) -  10, 1 1 - d i h y d r o d i b e n z o  [b, 
f ] - th iep inJ  w a s  36 t i m e s  m o r e  p o t e n t  t h a n  i t s  ( - - ) - R -  
e n a n t i o m e r  in t h i s  tes t 'L  

W e  h a v e  r e c e n t l y  r e p o r t e d  t h e  s y n t h e s i s ,  s t e r e o c h e m -  
i s t r y  and  b io log ica l  p r o p e r t i e s  of  4 ch i ra l  i s o m e r s  [3 'S ,  
10S (1); 3 ' R ,  1 0 R  (2); 3 'S ,  1 0 R  (3); 3 ' R ,  10S  (4)~ of  8- 
c h l o r o -  10- ( Y - m e t h y l e t h y l a m i n o p y r r o l i d i n o ) -  10, 11 -d i hy -  
d r o d i b e n z o [ b , f ] t h i e p i n ,  s y n t h e s i z e d  f r o m  a m i n o  a d d s  of  
k n o w n  a b s o l u t e  c o n f i g u r a t i o n  ~. I n  v i e w  of  t h e  close 
c h e m i c a l  s i m i l a r i t y  b e t w e e n  o u r  ch i ra l  i s o m e r s  5 a n d  
o c t o c l o t h e p i n a ,  6 (see f igure) ,  i t  was  of  i n t e r e s t  to  re-  
e x a m i n e  o u r  c o m p o u n d s  to  d e t e r m i n e  w h e t h e r  e n a n t i o -  
m o r p h i c  a n d / o r  d i a s t e r e o m e r i c  d i f f e r ences  in n e u r o l e p t i c  
a c t i v i t y  ex is t .  
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L i t t l e  o r  no  d i f f e r e n c e s  in p o t e n c y  were  f o u n d  b e t w e e n  
e n a n t i o m o r p h s  1 a n d  :2, o r  b e t w e e n  3 a n d  4, whi le  1 a n d  2 
were  f o u n d  to  be 13.7 a n d  8.3 t i m e s  m o r e  a c t i v e  t h a n  
t h e i r  r e s p e c t i v e  d i a s t e r e o i s o m e r s  3 a n d  4 in  t h e i r  a b i l i t y  
to  a n t a g o n i z e  a m p h e t a m i n e - i n d u c e d  s t e r e o t y p e d  be-  
h a v i o r  (see t ab le ) .  S imi la r ly ,  in ou r  ea r l i e r  r e p o r t ,  we  
o b s e r v e d  d i a s t e r e o i s o m e r i c  d i f f e r ences  (1 .8-1 .9fold)  b u t  
no  e n a n t i o m o r p h i c  d i f f e r e n c e s  in t h e  a b i l i t y  of  t h e s e  
ch i ra l  i somer s  to  b l o c k  c o n d i t i o n e d - a v o i d a n c e  r e s p o n d i n g  
in mice  ~. T h e s e  f i n d i n g s  a re  a t  v a r i a n c e  w i t h  t h o s e  of  
PETCHER e t  al. '~, b u t  c o n s i s t e n t  w i t h  J iLEK e t  al.6; t h e  
l a t t e r  g r o u p  o b s e r v e d  no  e n a n t i o m o r p h i c  d i f f e r e n c e s  in 
t h e  p h a r m a c o l o g i c a l  a c t i v i t y  of  o c t o c l o t h e p i n .  
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Comparative neuroleptic activities of dihydrodibenzo[b, f] thiepin 
isomers and chlorpromazine~ 

Compound ED50 u 

1 (YS, 10S) 0.54 (0.23-1.27) 
2 (YR, 10R) 1.10 (0.49-2.45) 
3 (YS, 10R) 7.4 (3.4-16.1) 
4 (YR, 10S) 9.1 (5.2 16.0) 
Chlorpromazine 3.7 (2.6 5.3) 

~AduIt, male Sprague-Dawley rats were injected with (+)-amphet- 
amine (10 mg/kg, i.p.) and administered test compounds 15 rain later. 
Stereotyped behavior was rated at 15 min intervals for 4 h 7-'9. 
~The intensity of stereotyped behavior after administration of test 
compounds at doses of 0.315 15 mg/kg was determined in groups 
of 4 rats, and the dose which produced a 50% blockade of stereotypies 
(FD50 and 95% confidence limits) determined 1~ 


