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ompared to general population, drug addiction is highly prevalent amongst HIV positive population. In addition to

having an impact on adherence to antiretroviral therapy (ART), several drugs of abuse including alcohol have been shown
to exacerbate HIV pathogenesis and decrease ART efficacy. Moderate to heavy alcohol consumption in particular has been
identified as a major impediment to optimum HIV care. Cytochrome P450s (CYPs), the major drug-metabolizing enzymes in
the body play a critical role in modulating the pharmacokinetic profiles of both ART and commonly abused drugs like alcohol.
We hypothesize alcohol mediated changes in expression of CYPs in monocytes/macrophages (major viral target and reservoir),
and subsequent increase in oxidative stress, to have a direct impact on HIV replication. Our recent results have demonstrated
significant changes in expression of CYPs in U937 monocytic cells following chronic treatment with alcohol and ART. In
addition, chronic treatment with alcohol and/or ART resulted in decreased or unchanged expression of major antioxidant
enzymes in monocytes. Moreover, chronic exposure to alcohol and/or ART was associated with enhanced production of
reactive oxygen species and significant decrease in cell viability. Overall, based on these results, chronic exposure to alcohol
(with or without ART) is rationalized to further compromise the immune system and enhance HIV pathogenesis. Further
studies are underway to examine the cellular pathways involved in alcohol/ART mediated changes observed in monocytes/
macrophages. Results from these studies are expected to yield promising drugs targets for therapeutic interventions in HIV
positive alcohol users.
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