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Norbeck, J. Erickson and J. Plattner, Abbott Laboratories, Anti-infective Division, Abbott 
Park, Illinois 60064-3500 U.S.A. 

Human immunodeficiency virus type-1 (HIV-1) is a relrovirus thai is the causative agent 
of acquired immunodeficiency syndrome (AIDS). The gag and po/ genes of HIV-1 encode the 
viral structural and replicative enzymes that are translaled as polyprotein precursors. The 
polyproteins are proteolytically processed by the action of a virus encoded protease. The 
activity of the protease is essential for the formation of mature and fully infectious virions of 
HIV-1. Thus, the HIV-1 protease has become an important target for the design of anliviral 
agents for AIDS. We have designed and synlhesized a novel series of low molecular weight 
(M.W. <600) difluoroketones with good inhibitory potency against HIV-1 protease (IC50 
ranges from 4.7-54 nM) starting from phenylalaninot. Some of these difluoroketones 
showed antiviral activities in a CPE assay using the MT-4 cell line. Because of their small 
size. these difluoroketones have potential of being orally bioavailable. 
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S\ mhcsis of an analog of AZT homologaled by one mcthylene unit at the 5'-posilion 
and two pairs of 5'-C-subslilulcd, mclhyl sad phcnyl, diaslcrcomcrs front the 
5'-aldehyde of AZT ,.,,ill bc prcscnlcd. Thc phcnyl diastcrcomcrs wcrc scparalcd by 
I IF'LC. Thc mclhyl dLtstcrcomcrs were nol resolved. Scrccning these comf)ound, 
:lgainnl IIIV-I and 2 in MT4 cells and IIIV-1 in PBLs dcmonslralcd maclivily a~ainsl 
holh ,.'iruxcs. In addition, screening agaim;I VZV in MRC5 cclls and tICMV in I IT:F 
dcmonslralcd no antiviral activi b . No dclcclablc enzyme substralc aclivily for IL~:asc 
analogs was Ikmnd will] cilhcr ll9 cylosolic fllymidine kinasc or VZV thwnidin,_' 
kinasc. Lack of iolnYalioll of the monophosl~hatcs of Ihcsc analogs is ;1 possibi, 
cxplainalion for lhc anlixiral inaclivily. 
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