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l -Deazapur ine  derivatives: a new class of antiviral compounds .  
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1-Deazaadenosine has  been shown to possess cytotoxlc activity and to Inhibit adenosine 
deaminase  and platelet  aggregation (1). Furthermore,  Introduction of chlorine a toms and 
subst i tu t ion of the N 6 anllno group led to compounds  endowed with biological activity (2). 
Moreover, deoxynucleosldes are good tools for inhibition of HIV replication. On this basis  a 
series of 1-deazaadenosine derivatives, outlined in the figure, were synthesized and evaluated 
In severa l  an t lv l ra l  tes ts .  Syn thes i s  was accompl i shed  s ta r t ing  f rom 5,7-dichloro-  
Imtdazo[4,5-blpyridine,  which was glycosllated us ing the appropr ia te  pro tec ted  sugar .  
Subs t i tu t ion  of chlorine In 7 posit ion with several amines  and reduct ion  of the other  
chlorine with Raney Nlchel gave the desired compounds.  Preliminary resul ts  showed that  
subst i t l t lons  on the  amino group Increases anttvlral potency. The presence of a chlorine 
atom on the heterocycltc moiety enhances  the antt-HIV activity. 
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Synthesis and in Vitro Antiviral Activity of 8-Aza-analogues of the Potent Anti- 
viral  Agents 9-[2-(Phosphonomethoxy)ethyl]adenine (PMEA) and 9-[2-(Phospho- 
nomethoxy)e thy l ]guan ine  (PMEG). 
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9- [2-Phosphonomethoxy)e thyl ]adenine  (PMEA) and 9- [2-phosphonomethoxy)-  
ethyl]guanine (PMEG) are potent and selective inhibitors of a broad-spectrum of 
DNA viruses and retroviruses, including human immunodeficiency virus type 1 
(HIV-1) and type 2 (HIV-2) in vitro and in vivo. We report here on the syntheses 
of  8-aza-analogues of  such acyclic nucleotides. 9-Phosphonomethoxyethylat ion of  
8-azaadenine  and 8-azaguanine with 2- [1- (d ie thy lphosphonomethoxy)e thy l ]  p- 
toluensulfonate in DMF in the presence of sodium hydride, gave a mixture of 
regioisomers which were separated and readily distinguished by spectroscopic 
data. Deprotect ion of the phosphonate esters with TMSBr gave the desired 
compounds.  In vitro antiviral activities of the title compounds will be reported 
and discussed. 
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