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Na tu ra l l y  occur r ing  benzo[clphenanthridine a l k a l o i d s  are r e s t r i c t e d  i n  s t r u c t u r a l  
type and d i s t r i b u t i o n  [ Corde l l  & Farnsworth, 1976; Santavy. 19791 Zee-Cheng & 
Cheng, 19731. They may have a p r o t e c t i v e  r o l e  i n  the p l a n t  and i n  accord w i t h  
t h i s  severa l  have been shown t o  e x h i b i t  a n t i b a c t e r i a l  and an t i f unga l  a c t i v i t y  
[S te rm i t z  e t  a l ,  19751. Two compounds, n i t i d i n e  and fagaronine, show ins tead 
marked ant i leukaemic a c t i v i t y  i n  animals (Wessmer e t  a1 1972; Zee-Cheng 8 Cheng 
19731. Both possess the  2,3,8,9 oxygenation pat tern,  w i t h  methoxy groups a t  the  
8.9 pos i t i ons .  Various syn the t i c  rou tes  t o  t he  n a t u r a l  products and t h e i r  
analogues have been developed . bu t  w i thout  except ion these are long syntheses 
w i t h  low o v e r a l l  y i e l d s  [Minomiya e t  a1 1977; S termi tz  e t  a1 1975; Zee-Cheng 8 
Cheng 19751. The number o f  analogues which have been prepared i s  there fore  
q u i t e  small.  

We have examined a p o t e n t i a l l y  advantageous rou te  t o  r e l a t e d  compounds w i t h  the 
des i red  8,9-dimethoxy s u b s t i t u t i o n  pat tern,  and have found a method which 
achieves t h e  synthesis i n  f o u r  steps, w i t h  qua te rn i sa t i on  as a f i n a l  f i f t h  step, 
s t a r t i n g  f rom r e a d i l y  ava i l ab le  mater ia ls :  

veratry lamine,  HCl, 

aldehyde, KCN 

(11 Strecker 

(21 H2S04 

(31 Reformatski 

(41 H2S04 

The o v e r a l l  y i e l d  where R = Me, which we have examined i n  greates t  d e t a i l  so fa r ,  
i s  20-25%. The synthesis o f  analogues o f  t he  anti leukaemic n a t u r a l  products 
thus promises t o  be considerably eas ie r  and cheaper than h i t he r to .  
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