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sts 1 2006 pdf.Despite an increasing risk of death
associated with HIV-1 infection, we still lack any
effective vaccine strategy and the overwhelming

majority of infections continue to occur. Insights into
the basic mechanisms of immunopathogenesis will

be critical for developing approaches to contain these
problems and it is becoming clear that the host innate

immune system plays a pivotal role in directing
protective vs damaging responses. Innate immunity
directs the function of the adaptive immune system
to antigens that are complex or appear dangerous to

the host and it is critical to understand how the innate
components of the immune response are responsible
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for setting the final outcome of the response to
particular antigens. CD4+ T cells are required for
robust immune protection, but also appear to be

responsible for many of the chronic inflammatory
tissue disease that occur in the absence of a

protective immune response. It is evident that antigen
and cytokines presented to the immune system are

not the only variables that influence the final
outcome of the response and understanding how
innate components of the immune response are
manipulated and controlled by HIV-1 will be

important for designing effective vaccine strategies.
The focus of this proposal is to gain insights into the

mechanism and consequences of HIV-1-driven
inhibition of IL-12 induced T cell responses and to

identify the mechanism by which this leads to
reduced immune protection. We hypothesize that the

induction of IL-12 induced T cell responses by
dendritic cells is critical for optimizing protective
immunity and is altered by HIV-1 infection. The

overall goal is to identify and characterize molecules
and pathways important for dendritic cell induced T
cell responses and to understand how HIV-1-derived
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proteins are involved in this process. Three specific
aims will be addressed to test this hypothesis: 1. To
evaluate the mechanism of DC inhibition of IL-12

driven IFN-gamma-producing T cells by HIV-1 Env-
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