Phase 1 study of the IAP inhibitor ASTX660 in adults with advanced cancers and lymphomas
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BACKGROUND SAFETY
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* One subject discontinued study treatment due to a study drug related AE
(Grade 3 lipase elevation).

PHARMACODYNAMICS

Rapid and sustained clAP-1 degradation was observed following
treatment with ASTX660. Suppression was maintained in cycle 2 at doses
>180 mg.

Plasma levels of multiple cytokines including TNFa,IL-6, IL-8 and CRP
were assessed using the Myriad RBM's Human InflammationMAP® panel.
No dose-dependent changes were observed.

Due to their roles in the evasion of apoptosis, Inhibitor of Apoptosis Proteins * 45 patients received at least one dose of ASTX660 (dose ranged from 10 to » Serious Adverse Events (SAE) were reported in 17 subjects. None of the .

SAEs were related to study drug
 Two subjects died on study as the result of an SAE not related to study

or without amylase elevation). drug (large intestinal obstruction and sepsis). )

PHARMACOKINETICS

(IAPs) are considered attractive targets for anti-cancer therapy. ASTX660 is a 270 mg)

potent, next generation, non-peptidomimetic, dual antagonist of both XIAP e DLTs were reported in 4 subjects (asymptomatic G3 lipase elevation with
and clAP1, discovered using fragment-based drug design (1-3). We report
here the results of the first-in-human phase 1 dose escalation and dose * Most DLTs resolved on dose interruption and rechallenge was successful at
a lower dose.

Dose Limiting Toxicities (DLTs), MTD and RP2D

expansion study of ASTX660 administered orally to adults with advanced
solid tumors and lymphoma.

* ASTX660 AUC increased in a dose-proportional manner in the dose range ASTX660 induced clAP1 debletion in PBMC
of 15 to 180 mg, and supra- proportionally above 180 mg.
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