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Deciphering the mechanism by which productively HIV infected CD4 T cells die

ecent advances have delineated how HIV infected T cells die following infection, but before progeny virion production.

Since elimination of the HIV reservoir through reactivation strategies will require killing of cells which produce virus, we
have focused on pathways of death in cells which produce HIV, i.e. productively infected cells. HIV protease, which is active
in the cytosolic compartment, cleaves Procaspase 8 to produce a novel cleavage fragment called Casp8p41. Casp8p41 in turn
translocates to the mitochondrion to activate apoptosis pathways that are dependent on Bcl2 family members, leading to
mitochondrial outer membrane permeabilization (MOMP). This new understanding has significant implications for attempts
to cure HIV infection that rely upon HIV reactivation form latently infected cells.
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