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To date, numerous inhibitors of the human immunodeficiency virus 
type 1 (HIV-I) protease have been reported, but few have been studied 
extensively in humans, primarily as a consequence of poor oral 
bioavailability in animal models. L-735,524 represents a new class of HIV 
protease inhibitors, hydroxyaminopentane amides (HAPA), that incorporate a 
basic amine into the hydroxyethylene inhibitor backbone. L-735,524 is a 
potent inhibitor of virus replication in cell culture and inhibits the 
protease-mediated cleavage of the viral precursor polyproteins which 
results in the production of non-infectious progeny viral particles. The 
compound is effective against reverse transcriptase (RT) inhibitor- 
resistant virus and is synergistically active when used in combination with 
RT inhibitors. In addition, the compound is fully active against 
previously described viral variants that are resistant to structurally 
distinct HIV protease inhibitors. All attempts to derive L-735,524- 
resistant variants in cell culture or to molecularly construct such 
variants have failed. Most importantly, L-735,524 exhibits good oral 
bioavailability and plasma pharmacokinetic profiles in laboratory animals 
when administered in clinically acceptable formulations. The compound is 
presently being evaluated in humans for safety and oral bioavailability. 
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Among the various possible targets for inhibition of HIV replication, the vitally encoded protease of the 
pol gene, HIV protease, has attracted considerable attention due to its critical role in the production of 
mature infectious virus. We have prepared a series of inhibitors of this aspartyl protease which contain a 
novel transition state mimic. Structure-activity studies have led to the identification of BMS 182,193 as a 
lead compound for further investigations. Biochemical, virological, and in vivo pharmacokinetic evaluation 
o/BMS 182,193 will be presented and a proposed binding mode to the enzyme will be discussed. 
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