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R e i s s e r t  compounds were prepared  by t h e  

r e a c t i o n  o f  h e t e r o c y c l i c  base with a c i d  

ch lo r i de  and t r i r n e t h y l s i l y l  cyanide i n  

methslene ch lo r i de .  

1 R e i s s e r t  compounds have been widely used  f o r  t h e  s y n t h e s i s  

o f  va r i ous  h e t e r o c y c l i c  compounds, e s p e c i a l l y  f o r  t he  s y n t h e s i s  
2 

o f  I -benzyl i soquino l ine  and I-benzylisoquinoline-derived a l k a l o i d s .  

They have a l s o  been used as a means t o  conver t  a c i d  ch lo r i de  t o  

t h e  corresponding aldehyde? Many methods f o r  t he  s y n t h e s i s  of 

R e i s s e r t  compounds have been r e p o r t e d ,  t he  formation o f  R e i s s e r t  

compounds by t h e  r e a c t i o n  of h e t e r o c y c l i c  base  with potassium 

cyanide and a c i d  ch lo r i de  i n  methylene ch lor ide /wate r  w a s  cons idered  

4 t o  be t h e  method of  cho ice .  Water i s  used t o  d i s so lve  potassium 

cyanide ,  however, when r e a c t i v e  a c i d  ch lo r i de  i s  used i n  t h e  



r e a c t i o n ,  compet i t ive  h y d r o l y s i s  of  a c i d  c h l o r i d e  occu r r s  r e s u l t i n g  

i n  low y i e l d  of  t h e  R e i s s e r t  compounds. We wish t o  r e p o r t  a  homo- 

geneous and anhydrous s y n t h e s i s  of  R e i s s e r t  compounds which proves 

t o  be s u p e r i o r  t h a n  o t h e r  p r e v i o u s l y  r e p o r t e d  syn the se s .  

React ion of i s o q u i n o l i n e ,  a c i d  c h l o r i d e  and t r i m e t h y l s i l y l  

cyanide5in methylene c h l o r i d e  f o r  about  4 h r .  gave t h e  r e q u i r e d  

R e i s s e r t  compounds i n  good i s o l a t e d  y i e l d s .  Aluminium c h l o r i d e  

was found t o  be e f f e c t i v e  c a t a l y s t  i n  t h i s  r e a c t i o n .  The work-up 

of t h i s  r e a c t i o n  was simply c a r r i e d  o u t  by pa s s ing  t he  r e a c t i o n  

mixture  through a  s h o r t  column of s i l i c a  g e l  t o  remove aluminium 

s a l t .  

(1) 

a )  R  = Ph. 

b )  R = 3,4-(OMe)2C6H4 79.0 

c )  R = Me 84 .1  

d )  R = OEt 88 .3  

Various a c i d  c h l o r i d e s  were used s u c c e s s f u l l y  f o r  t h e  

s y n t h e s i s  of  R e i s s e r t  compounds a - I  The r e a c t i o n  a l s o  

worked w e l l  when i s o q u i n o l i n e  w a s  r ep l aced  w i th  q u i n o l i n e ,  

f o r  example, r e a c t i o n  of  q u i n o l i n e  wi th  benzoyl c h l o r i d e  

and t r i m e t h y l s i l y l  cyanide i n  methylene ch lo r i de  t o g e t h e r  
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with a  c a t a l y t i c  amount of  aluminium c h l o r i d e ,  t h e  corresponding 

R e i s s e r t  compound (11) w a s  ob ta ined  i n  89% yj.eld. 

Dihydro R e i s s e r t  compounds could a l s o  be  syn thes ized  by 

t h i s  method, however, c a t a l y t i c  amount of  aluminium c h l o r i d e  was 

n o t  r equ i r ed  i n  t h i s  r e a c t i o n .  When a  mixture  of  6,7-dimethoxy- 

3,4-dihydroisoquinoline6 t r i c h l o r o a c e t y l  ch lo r i de  and t r ime thy l -  

s i l y l  cyanide w a s  s t i r r e d  a t  room temperature  ove rn igh t ,  t he  

7  r e q u i r e d  dihydro R e i s s e r t  compound (111) w a s  i s o l a t e d  i n  86% 

y i e l d .  The success  of  t h e  use of  h igh ly  r e a c t i v e  t r i c h l o r o a c e t y l  

c h l o r i d e  demonstrated t h e  e f f e c t i v e n e s s  of  o u r  method. 

We a r e  i n v e s t i g a t i n g  t h e  chemis t ry  o f  some of  t h e  h igh ly  

r e a c t i v e  R e i s s e r t  compounds. 
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