Epigenetic priming by hypomethylation enhances the immunogenic potential of tolinapant in T-cell lymphoma
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INTRODUCTION TOLINAPANT IS AN IMMUNOMODULATOR IN THE CLINIC (NCT02503423 CTCL/PTCL TRIAL) IN VIVO COMBINATION ACTIVITY IN A MOUSE SYNGENEIC TCL MODEL
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Tolinapant (ASTX660) is a potent, non-peptidomimetic antagonist of clAP1,
clAP2 and XIAP 12, and has demonstrated immunomodulatory properties in
pre-clinical models of T-cell lymphoma (TCL) 3. In an ongoing Phase 2 trial
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Here we have investigated the potential for HMA-induced reversal of
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principles of 3Rs (see www.astx.com)

epigenetic silencing or altered cell signalling to promote the induction of
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immunogenic forms of cell death (ICD), such as necroptosis, driven by
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1. RIPK3 and MLKL can be silenced by promoter methylation
® In vitro HMA treatment of TCL cell lines leads to promoter demethylation and re-expression of

RIPK3 as described for other cancer cell lines °.

2. DAC (decitabine) can reverse the hypermethylation and lead to re-
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