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Killing of latently HIV-infected CD4 T cells by autologous CD8 T cells is modulated by Nef

T

he role of HIV-specific CD8 T cell activity in the course of HIV infection and the way it affects the virus that resides in the
latent reservoir resting memory cells is debated. The PBMC of HIV-infected patients contain HIV-specific CD8 T cells and
their potential targets, CD4 T cells latently infected by HIV. CD4 T cells and CD8 T cells procured from PBMC of HIV-infected
patients were co-incubated and analyzed: Formation of CD8 T cells and HIV-infected CD4 T cell conjugates and apoptosis of
these CD4 T cells were observed by fluorescence microscopy with in situ PCR of HIV LTR DNA and quantified by imaging
flow cytometry using anti-human activated caspase 3 antibody and TUNEL assay. The conjugation activity and apoptosis were
found to be much higher in patients with acute HIV infection or AIDS compared to patients in chronic infection on antiretroviral
therapy (ART) or not. Patients on ART had low grade conjugation and apoptosis of
isolated CD69, CD25 and HLA-DR-negative CD4 T cells (latent reservoir cells) by
CD8 T cells. We demonstrate in HIV-infected patients, that CD8 T cells conjugate with
and kill HIV-infected CD4 T cells, including HIV-infected resting memory CD4 T cells,
throughout the course of HIV infection. We propose that in HIV-infected patients CD4
T cell annihilation is caused in part by ongoing activity of HIV-specific CD8 T cells.
HIV Nef protein interacts with ASK 1 and inhibits its pro-apoptotic death signaling by
Fas/FasL, thus protecting HIV-infected cells from CD8 T cells killing. A peptide that
interrupts Nef-ASK1 interaction that had been delivered into CD4 T cells procured from
patients on ART resulted in the increase of their apoptosis inflicted by autologous CD8 T
cells. We suggest that elimination of the HIV-infected latent reservoir CD4 T cells can be
Figure 1. Inhibition of HIV Nef interaction with
achieved by Nef inhibition.
ASK1 in the CD4 T cells procured from patients
on ART results in increased susceptibility to
killing by autologous CD8 T cells
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