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Sterilizing versus functional cure
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Functional cure strategies for HIV-1

Combination interventions:

Lhe
W() /é' g
Early ART initiation is associated a i

with: bNAbs Vaccines CAR T cells ART interruption followed by
- Reduced inflammation W regular monitoring of:
. - Plasma HIV-1 RNA
- Preserved immune responses Gene therapy ~ LRAs |
- Lower reservoir size and 0% % %0 ° - mmuneresponses -
di . o “0” 00 - Reservoir size and diversity
Iversity Immunomodulatory agents, for
example cytokines, TLR agonists.
A
o
ke
>
l l l l l J i S ‘_’j‘_- _____ .50 copies/ml
Time .
ART initiated early ART interrupted
Infection

Deeks et al Nature Medicine 2021 3




Natural killer (NK) cells
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HIV-1 impairs NK-cell function
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Therapeutic vaccination against HIV-1
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DC-TRN vaccine induces antigen-specific
CD4* and CD8* T-cell responses
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DC-TRN vaccination trial design
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DC-TRN vaccine does not affect total
NK-cell frequency
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DC-TRN vaccine increases the frequency of
cytotoxic NK cells
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DC-TRN vaccine increases the frequency of

CD569MCD16*
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Increased NK cell receptor repertoire upon
DC-TRN vaccination
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Frequency of memory-like NK cells modestly
increases following vaccination
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ADCC-mediated NK cell cytotoxicity

anti-gp120 1gG1
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DC-TRN vaccine increases NK-cell (poly)functionality
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Conclusions

* DC-TRN vaccine:
* Increases the proportion of cytotoxic NK cells
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Conclusions
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* Increases the proportion of cytotoxic NK cells e °® "o
* Increases the receptor repertoire on NK cells
* Modestly increases the frequency of memory-

like NK cells T TNKGZC
* Increases the NK cell-mediated cytotoxicity

and polyfunctionality

* These profound changes did not persist due to
rapid viral rebound

* Therapeutic vaccination alone will probably
not be sufficient as a functional cure against
HIV-1
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Future perspectives AN \\M\

* Memory NK cells
* Mechanism? Antigen specificity?
* Can we harness memory NK cells to target reactivated
reservoir cells?

* Enhancing NK cell functionality by targeting the NKG2A/HLA-E axis

to eliminate reactivated reservoir cells (poster)

* BREACH project: In-depth characterization of the dynamics of
the functional latent reservoir in long-term cART-treated PLWH

in Belgium
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HIV-1 integrates into the genome of the host cell
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