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V1tr-. A.l , lv i ral  Act iv i ty 

.:. :3, ,e I , FI. l'(ohe 2, M. f','haw: I, A..ql,imac I a,,d T. ~oh,mjer 3 

I. l:Iori,q Kidrie Insdt,lte of ( ' lwmislry,  61115 l,.iubljana and i(rka, l>harma(',mtical and ('h,'mical 

\Yo~k~, 680110 Novo mesI.o; 2. l)el,l, of (!hemi~try, University of L.iul,l.iau;~, :1. Lek, (:h,mfi¢':d a,M 

l~harmaceutical \,Vork~, l,.iublj;ma, 51ovema, ','ugoslavia 

i,:I l) ipolar ¢:ycloaddilion reactions of 2,3,5 l,ri-O l,elizoyl /~ l)-rihofuralmsyl azide au,l protecl.ed 5 

(fl l)-rihofuranosyl)-211-tetrazoh'.s with alh'm,s and a('etyhmcs were ulil iz,'d for a synthesis of 

al~l~roprialely sul~sl,il,uted pyrazolo and v-uiazoLo ialerluediates. These were further transforuwd inlo :I 

Ch!aza guanosine analogs. A three dimensional receptor model of l~ar;dnfhwnza ',irus q,.pe :l dev, ' l . lwd 

by (;hose el al., ,I.Mcd.Chem.:12,7"16(198!1), using a diM ancc geolllelly al,l~rom:h Io a,al,vze Ihe in ,'H~o 

aldi,.iral act,i,.il,y of several .ow,I ril,ollucleosid,,s, was used. ()n Ihe 1,aMs of alomic F, hysicoch,'mical 

l,f,~pvrl,ies i.e. hydr,.*ld.:,hicity, molar r~:f'ractivil2, and charge chmsity, the illleracliou energy  ~,[ 

miif imum em~rgy coi~foriibalioas of '.2'2 COml~OUuds wilh hypol.lw.lic virus active sile wert' evahl;,l,'d. 
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S y n t h e s i s  a n d  P r o p e r t i e s  o f  N o v e l  D e r i v a t i v e s  o f  1 , N - 2 - B r i d g e d  
A c y c l o v i r  a n d  DHPG. B.  G o l a n k i e w i c z  a n d  T .  O s t r o w s k i .  I n s t i t u t e  
o f  B i o o r g a n i c  C h e m i s t r y  o f  t h e  P o l i s h  A c a d e m y  o f  S c i e n c e s ,  
6 1 - 7 0 4  P o z n a 6 ,  P o l a n d .  

I t  h a s  b e e n  f o u n d  r e c e n t l y  t h a t  t h e  m o d i f i c a t i o n  o f  t w o  
p o t e n t  a n t i v i r a l s ,  a c y c l o v i r  a n d  DHPG, w i t h  1 , N - 2  i s o p r o p e n o  
b r i d g e  r e s u l t s  i n  t h e  c o m p o u n d s  ( ! , ~ )  o f  e n h a n c e d  s e l e c t i v i t y .  1~  
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M e t h y l  g r o u p  a t  t h e  p o s i t i o n  11 o f  1 a n d  2 
i s  i m p o r t a n t  f o r  t h e i r  a n t i v i r a l  a c t i v i t y .  
C o r r e s p o n d i n g  u n s u b s t i t u t e d  c o m p o u n d s  a r e  
1 0 - 1 0 0  t i m e s  l e s s  a c t i v e .  I n  c o n n e c t i o n  
t o  t h e  a b o v e ,  a s e r i e s  o f  n o v e l  1 , N - 2 -  
- b r i d g e d  a n a l o g u e s  b e a r i n g  v a r i o u s  s u b s t i -  
t u e n t s  a t  t h e  8 ,  10 a n d  11 p o s i t i o n  o f  1 
i s  now  s y n t h e s i z e d  a n d  c h a r a c t e r i z e d .  T h e  
c o m p o u n d s  s u b s t i t u t e d  w i t h  i . a .  B r , F , C H  , 
C(CH ) , C H , p - B r C  H , p - C  H C H a r e  

3 6 5 . 6 6 5 6 4 
aimed to yleld i) fur~_her improvement of 
the selectivity, ii) fluorescent anti- 
vitals. The susceptibility of the appended 
ring towards oxidation is found to be 
dependent upon the substitution. 
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