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THE SYNTHESIS AND ANTIHERPETIC A C T I V I T Y  OF DHBG AND SOME ANALOGS 

K a r i n  Ekl ind*,  Roe l f  Datema, Ann-Chr i s t i n  Er icson,  
C u r t - E r i c  Hagberg, Ni ls-Gunnar Johansson, Susanna Kovacs, 

Department of A n t i v i r a l  Chemotherapy, Research and Devel opment 
Labora to r ies ,  As t ra  Lakemedel AB, S o d e r t a l j e ,  Sweden. 

A l f  Larsson, B j o r n  Lindborg,  Goran Stening, and Bo Oberg. 

Summary. Several ac c l i c  guanosine analogs have been syn thes ized and 
t e s t e d f o r  a n t i v i r a  a c t i v i t y .  

The syn thes i s  nvo lves  a r e a c t i o n  under bas ic  c o n d i t i o n s  between 

2-amino-6-chloropur ne and w-halo a1 k y l  d e r i v a t i v e s .  Subsequent separa- 
t i o n  o f  t he  7 and 9 isomers and h y d r o l y s i s  gave t h e  ac tua l  compounds. 

R(+) 9-(3,4-dihydroxybutyl)guanine i s  a po ten t  i n h i b i t o r  o f  Herpes 

v i r u s  type  1 and 2 m u l t i p l i c a t i o n .  
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R(+) DHBG requ i res  HSV thymidine k inase (TK) f o r  a c t i v t i o n .  It has 

a good a f f i n i t y  f o r  HSV-1 TK (Ki = 1.5) and f o r  HSV-2 TK (Ki = 5.7) and 

a phosphory la t ion  r a t e  r e l a t i v e  t o  tymid ine  o f  0.73 and 1.65, respec- 

ti v e l y  . 

HSV-1 and HSV-2 i n f e c t i o n  i n  mice, desp i te  moderate ED,, values i n  t h e  

plaque reduc t i on  assay (2 pM and 8 pM, r e s p e c t i v e l y ) .  

R(+) DHBG has a very good a n t i h e r p e t i c  e f f e c t  aga ins t  systemic 
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