INTERLEUKIN-2-INDUCIBLE T-CELL KINASE (ITK) INHIBITION PREVENTS HIV LATENCY REVERSAL

Prerna Dabral’ 2, Li Du'2, Mohamed S. Bouzidi'2, Richard Miller3, Steven G. Deeks?, Satish K. Pillai’2
Vitalant Research Institute, San Francisco, CA, USA; ?Department of Laboratory Medicine, University of California, San Francisco, CA, USA; 3Corvus Pharmaceuticals, Burlingame, CA, USA ;
4School of Medicine, University of California, San Francisco, CA, USA

BACKGROUND

 |TK Is a tyrosine kinase that is expressed in T cells, natural
kKiller (NK) cells, and mast cells.

—
4) CPI1-818 preferentially reduces proliferation of HIV-
mfected primary CD4+ T cells

ITK inhibition blocks the TCR signaling pathway, preventing

CPI-818 treatement

reversal of HIV latency in CD4+ T cells. ITK inhibitors can be

Flow cytometry showed lower rates of infection in CPI-818 treated cells (p=0.0068). D) Flow
cytometry data demonstrated that CPI-818 treatment before infection increased the ratio of
HIV latently-infected to productively-infected cells(p=0.0248).

CPI1-818 inhibits HIV latency reversal in vitro. A) J-Lat 5A8 cells were pretreated with CPI-818 followed by CD3/CD28
stimulation and GFP positive cells were assayed by flow cytometry. B) CPI-818 inhibited CD3/CD28-mediated latency

reversal in J-Lat 5A8 cells in a dose-dependent manner for 72 hours post drug washout (p=0.0077). C) CPI-818

. . inhibited CD3/CD28-mediated latency reversal in primary CD4+ T cells infected with HIV-GFP VSV-G (p=0.00006).
« HIV latency reversal was determined by pretreating cell |_ o z o E B _y _________________ ( p_ o _) ]

kKinase) expression was measured by flow cytometry to
assess the effects of CPI-818 on TCR signaling.
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CONCLUSIONS
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