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public Internet, which makes it convenient for the
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WeÂ .Abstract: Although HIV-associated dementia
(HAD) has been well characterized in vivo, the

mechanisms leading to neuronal dysfunction and
death are poorly understood. It has been

suggested that HIV-1-induced toxicity results from
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multiple factors including excess viral infection
and viral proteins, imbalances in the host antiviral

response, and neuronal self-reactivity to viral
antigens. Epidemiologic and clinical data indicate

that women and African Americans are
disproportionately affected by HAD. The basis for
these disparities is currently not well understood.

The development of HAD is thought to be
multifactorial and risk factors include genetic
factors, viral load and host response. We have

found that genes encoding APOE, a cholesterol-
transporting protein that also acts as a ligand for
the ApoE receptor, interact with HIV-1 Tat protein
to modify the course of AD. Increased expression
of the APOE4 allele is associated with AD whereas
APOE3 protects against AD. These findings suggest
that some individual variations in APOE4 influence
disease course. Because HIV-1 replication, similar

to?-amyloid, occurs in the brain, we tested the
hypothesis that the APOE genotype would affect
the rate of brain cell death. Here we report that

infected APOE4 mice show more pronounced
neuronal death in the hippocampus and neocortex
at the early stages of infection compared to APOE3

and
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