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Both asymptomatic HIV-1 infection and AIDS are consist-
ently associated with increased risk of coronary artery dis-
ease (CAD). The accumulation of cholesterol-loaded
'foam cells' (macrophages) in the walls of arteries is a
characteristic feature of atherosclerosis. Here we demon-
strate that HIV-1 infection of macrophages leads to
impairment of apoA-I-dependent cholesterol efflux, accu-
mulation of cholesterol and formation of foam cells. This
effect is mediated by the HIV-1 protein Nef. Transfection
of RAW cells with the Nef-expressing plasmid resulted in
reduction of efflux and cholesterol accumulation. Nef
impaired activity of ABCA1, the main transporter of cho-
lesterol to apoA-I. The role of HIV-infected macrophages
in atherosclerosis was supported by the presence of HIV-
positive foam cells in atherosclerotic plaques of HIV-
infected patients. These results suggest a mechanism by
which HIV-infected macrophages may contribute to
atherosclerotic plaque formation.
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