
SYNTHESIS AND ANTIMITOTIC EFFECTS OF ISORETULINAL,A MAIN ALKA 
FROM STRYCHNOS VARIABILIS 

* . TITS , R. BASSLEER* and L. ANGENOT* - 
* 

L a b o r a t o i r e  d e  Pharmacognosie,  U n i v e r s i t é  de  Ligge ,  4000 L iège ,  Belgium 
** 

L a b o r a t o i r e  d '  H i s t o l o g i e ,  U n i v e r s i t é  de  Liège,  4020 Liège ,  Belgium 

In  C e n t r a l  A f r i c a ,  t h e  r o o t  bark  of S. v=iabilis is s a i d  t o  be a  v i o l e n t  
po ison  (1). Bear ing  i n  mind t h a t  t h e  s tudy  of t h e  t o x i c  p l a n t s  i n c r e a s e s  
t h e  p r o b a b i l i t y  of d i s c o v e r i n q  new d rugs ,  ue have i s o l a t e d  23 a l k a d o i d s  
from t h i s  m a t e r i a l  ( 2 ) ,  and we have t e s t e d  them on  t h e  c u l t u r e  media of 
d i f f e r e n t  s t r a i n s  o f  c a n c e r  cells. A t  doses  of  1- ,&f 1 0  pg of a l k a l o i d  p e r  
m l  o f  c u l t u r e ,  no e f f e c t  was d e t e c t e d  f o r  t h e  a l w d s ,  w i th  t h e  excep t ion  
of i s o r e t u l i n a l  which showed a weak b u t  u s e f u l  & t i & t o t i c  ._ _ - e f f e c t .  
I s o r e t u l i n a l  is t h e  main cornponent of d i â ~ t e r e o m e ~ r i g  e q u i l i b r a t i n g  a lka-  
l o i d s  ( 3 ) .  have deve loped  a  s r n i - s y n t h e t i c  method f o r  t h e  p r e p a r a t i o n  
of t h i s  cornpound. The l a s t  s t ige of t h i s  method i s  t h e  q u a n t i t a t i v e  oxida- 
t i a n  of t h e  a l c o h o l  group of  i s o r e t u l i n e  with  py r id in ium chlorochromate  (4 ) .  
B i o l o a i c a l  p r o p e r t i e s  of i s o r e t u l i n a l :  
a )  C y t o t o x i c i t y  : a g a i n s t  me lanoma 816, i s o r e t u l i n a l  r educes  t h e  mi to se s  by 
a  f a c t o r  of e i g h t  a t  a  c o n c e n t r a t i o n  if 10 pg/rnl, and by a  f a c t o r  of twenty 
a t  a  c o n c e n t r a t i o n  of 50 pg/ml. A t  t h e  l a t t e r  c o n c e n t r a t i o n ,  a  n e c r o s i s  of 
t h e  c e l l s  is .houever e v i d e n t .  
b )  Ana lges i c  a c t i o n :  i s o r e t u l i n a l  pos se s se s  a n  a n a l g e s i c  a c t i v i t y  w i t h  
r e s p e c t  t o  t h e  n o c i c e p t i v e  a c t i o n  of phenyl -p~rabeozoquinone  i n  mice 
(ED 50 = 20 mg/kg p e r  o s )  
c )  I n t r a v e n o u s  a c u t e  t o x i c i t y  i n  mice: i s o r e t u l i n a l ,  hav ing  an LD 50 of 
30 rng/kg, is s i x t y - f o l d  less t o x i c  than  s t r y c h n i n e .  

Our i n v e s t i g a t i o n s  c o r r o b o r a t e  t h e  i d e a  t h a t  i f  f u t u r e  work on t h e  a lka -  
l o i d s  o f  S t rychnos  i s  t o  h a v e \ a n y  meaning, it w i l l  be e s s e n t i a l  t a  asso-  
c i a t e  i t  w i t h  a  pharmacologica l  s c r e e n  (5) .  
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