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BACKGROUND
HIV infection cannot

be cured despite suppressive

antiretroviral therapy (ART) due to a persistent reservoir of
latently-infected memory CD4* T cells harboring replication
competent virus. One of the many strategies explored for
HIV/SIV eradication is based on the “shock & kill” paradigm,
which postulates that the reservoir can be reduced or even
eliminated by interventions that combine the reactivation of
virus production in latently-infected cells (i.e., “shock”, as

induced Dby

latency-reversing agents,

LRA) with the

immune-mediated Kkilling of these cells ((i.e., “kill”, as
mediated by cytotoxic T lymphocytes, NK cells, antibody-
dependent cellular cytotoxicity and other mechanisms).
Here, we tested the SMACM/clIAP antagonist AZD5582
(shock) in combination with the heterodimeric interleukin-15
(hetlL-15), the native form of the cytokine that activates and
expands cytotoxic T and NK cells (kill), as a novel approach
to prevent the establishment of the virus reservoir during the
early stages of infection and/or ART.

METHODS

31 rhesus macaques (RMs) were infected with genetically
barcoded SIVmac239M and started ART at 2-weeks p.I..

9 RMs received hetlL-15 via sq injections of escalating dose
of 10-40 ug/kg (weekly for 10 weeks) starting 3 days before
ART initiation; 9 RMs received i.v. AZD5582 at 0.1 mg/kg
weekly for 10 weeks starting at ART initiation; 9 RMs
received the combination of hetlL-15 and AZD5582 over the
same experimental phase as outlined above. 4 animals
served as treatment-naive, ART-only controls. Plasma viral
loads were measured longitudinally for 16 weeks and the
reservoir size was estimated in PBMC and lymph nodes
(LN) by IPDA. CD8* T cells, CD4" T cells, and NK cells
phenotypes were characterized by flow cytometry.
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In SIV-Infected Macaques

Treatment with AZD5582, alone or iIn combination with
hetlL-15, perturbs the establishment of the virus reservoir
when administered at the time of ART initiation during

acute SIV infection of rhesus macaques

SIV plasma viral load until week 16 p.i.
Interventions

Infection |

IPDA in Peripheral blood

Interventions

IPDA in Lymph node

Interventions

932

Maura Statzu’, Cristina Micali’, Tomas Raul Wiche Salinas’, Catherine Gurley', Brandon Healy', Diane G. Carnathan’, Brandon Keele?, Jeffrey D. Lifson?, Greg M. Laird3, David M. Margolis#, Mirko Paiardini’, Guido Silvestri
'Emory University, Atlanta, GA, USA, ?Frederick National Laboratory for Cancer Research, Frederick, MD, USA, 3Accelevir Diagnostics, Baltimore, MD, USA, “University of North Carolina at Chapel Hill, Chapel Hill, NC, USA

CONCLUSIONS

These results indicate that treatment
with the SMAC mimetic AZD5582 was
associated with a longer in vivo lifespan
of the productively infected cells, or
higher production of viral RNA from
these cells.

Altogether, these findings suggest that
treatment with AZD5582, alone or iIn
combination  with  hetlL-15, may
reduce the size of virus reservoir when
administered at the time of ART initiation
during acute SIV infection, thus
suggesting a disruptive effect on the
reservoir establishment. These data are
consistent with previous work on the
latency reversing activity of AZD5582
and provides rationale for further
exploring this compound as a curative
agent for HIV infection.
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RMs RDg18 from ARM 3 and MN32 from ARM 2 were euthanized at day 69 p.i. and 63 p.i. respectively due to severe side effects to the AZD5582.
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