The impact of protein specificity on function and crosstalk between the HIV-specific T cells
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BACKGROUND

>

Loss of CD4+ T cells and alteration of their functional
programme during HIV infection disrupts the support
required for CD8+ T cell activation, memory formation,
and Killing of virally infected cells.

In addition, continuous exposure of CD8+ T cells to HIV
antigens leads to impaired cytotoxicity, loss of
polyfunctionality, and increased expression of PD-1.
Despite these challenges, the cytotoxic function of CD8+
T cells, supported by CD4+ T cells, is essential for the
control of viremia.

The role of specific CD4+ and CD8+ T cell functions and
their interplay in relation to protein specificity remain
poorly understood.

The functional profiles of HIV-specific CD4+ and
CD8+ T cells are distinct,

with a stronger

dependence of CD4+ T cells on protein specificity.
Interplay between CD4+ and CD8+ T cells is
present but not reliant on co-targeting of the same

RESULTS

» HIV-specific CD4+ and CD8+ T cells had distinct functional profiles. The function of CD4+ but not CD8+ T

cells was dependent on protein specificity.

CONCLUSIONS

» Compared to CD4+ HIV-specific T cells CD8+ T cells

showed an increased responsiveness to stimulation, a
higher frequency of PD-1 expression, a lower proportion
of CXCRS-expressing cells, and a more cytotoxic
functional profile.

CD4+ T cell function is more dependent o the protein
specificity, with p24 being particularly immunogenic.

Most T cell functions were negatively correlated with viral
load in particular IFN-y expression showed a strong
negative correlation with viral replication in both subsets.
Crosstalk between the HIV-specific CD4+ and CD8+ T
cells was present but not dependent on the protein
specificity.
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