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NUCLEOSIDES & NUCLEOTIDES, 4 ( 1 & 2 ) ,  279 (1985) 

AS-TRIAZINE-3,5-DIONE A C Y C L I C  NUCLEOSIDES 

B i h i  13. Lazrek’ and  Ravmond P .  P a n z i c a ”  
Depar tments  of M e d i c i n a l  Chemis t ry  and  Chemis t ry  

U n i v e r s i t y  of Rhode I s l a n d ,  K i n g s t o n ,  Rhode I s l a n d  02881, U.S .A .  

~~LmmUJLy :  C e r t a i n  a c y c l o n u c l e o s i d e  a n a l o g u e s  o f  t h e  s - t r i a z i n e - 3 , 5 -  
d i o n e  r i n g  s y s t e m  have  b e e n  s y n t h e s i z e d  and  d e s i g n e d  as p o s s i b l e  i n -  
h i b  i t o r  s of p y r i m i d i n e  n u c l e o  s i d e  p h o s p h o r y l a s e s  . 

A c y c l i c  n u c l e o s i d e  d e r i v a t i v e s  c o n t i n u e  t o  receive t h e i r  g r e a t e s t  
a t t e n t i o n  a s  p r o b a b l e  a n t i v i r a l  a g e n t s .  However, b e n z y l a c y c l o u r i d i n e  
(BAU), a n  a c y c l i c  n u c l e o s i d e  d e r i v a t i v e ,  h a s  b e e n  r e c e n t l y  shown t o  b e  a 
p o t e n t  i n h i b i t o r  of  u r i d i n e  p h o s p h o r y l a s e *  and t o  p o t e n t i a t e  5 - f l u o r o -  
2 ’ - d e x o y u r i d i n e  (FdUrd) growth  i n h i b i t i o n  o f  human p a n c r e a t i c  c a r c i -  
noma. With t h i s  i n  mind,  w e  s y n t h e s i z e d  c e r t a i n  6 - s u b s t i t u t e d - 1 - [  (2- 
liydroxyethoxy)methyl]-~-triazine-3,5-diones w i t h  a n t i c i p a t i o n  t h a t  t h e y  
t o o  might  f u n c t i o n  as  i n h i b i t o r s  of p y r i m i d i n e  n u c l e o s i d e  p h o s p h o r y l a s e s .  
The c h e m i c a l  p r e p a r a t i o n  o f  t h e s e  a c y c l o n u c l e o s i d e s  as w e l l  as t h e i r  
b i o l o g i c a l  a c t i v i t i e s  w i l l  b e  d e s c r i b e d .  

R =  Ac or H 

X =  H ,  Br, NH,, NHCH,C,H,, 

SCH,C, H,, etc. 

1. 

2 .  

3. 
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