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HIV-I DNA synthesis is completed extremely slowly and inefficiently in 
quiescent PBL c~mpared to that in stimulated PBL. Tnis phenomenon is caused by 
the existence of lower levels of deoxynucleotides (dNTP) in quiescent compared 
to activated PBL impairing the HIV-I reverse transcriptase activity. 
Hydroxyurea t/eatment of stimulated PBL decreases the levels of dNTP and reduces 
DNA synthesis rate as well as DNA elongation to levels comparable to quiescent 
PBL. At concentrations ~ y  used in human therapy (<i00 ~M) hydroxyurea 
inhibits HIV-I replication in primary human PBL and macr~ges and acts 
synergistically in oumbination with the nucleoside analogs AZT and ddI, without 

in toxicity. Our data, therefore, indicate that low levels of dNTP may 
explain why HIV-I DNA is synthesized slowly and inefficiently in quiesoent PBL 
and suggest that l~z~l~acologic induction of low dNTP levels represents an 
approach for inhibition of HIV-I replication. Analogs of hydroxyurea show in 
part the same mechanism of action, though possessing specific individual 
characteristics. Comparison of efficacy vs. toxicity of these analogs and 
hydroxyurea are evaluated. SIV is inhibited by hydroxyurea similar to HIV-I in 
quiescent and stimllated lyn~hocytes, however, is significantly less sensitive 
to the same drug in macr~ges. Targeting cellular proteins (which mutate at 
much lo~er rate than the viral ones) could reduce the onset of escape mutants. 
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