Abstract ASTX295, a novel small molecule MDM2 antagonist, demonstrates potent activity in AML in combination with decitabine
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Introduction | IS | | Combinatory effect of ASTX295 in combination with decitabine on primary

AML blasts

The tumour suppressor p53 is activated in response to Primary AML blast samples with a high blast content were cultured in selected expansion
various stress signals to induce transcriptional changes media. 13 samples were treated with ASTX295 at two concentrations for 24 hours prior to
leading to cellular responses such as cell cycle arrest and flow cytometry analysis for Annexin V /P staining.

apoptosis. Activity of p53 is tightly regulated by the E3 ASTX295 induced a strong pro-apoptotic response in a number of AML blast samples.
ubiquitin ligase MDM2, which inhibits p53 function by, for

Treatment of primary AML blasts with ASTX295 and decitabine in combination showed an increased
pro-apoptotic induction compared to respective single agent treatment in 7 out of 11 different donors.
Data not shown for those without combinatory effect confirmed through Combenefit analysis

. . _ Figure 2: ASTX295 induced apoptosis in primary AML samples (example of combinatory effect in Combenefit grid displayed in Figure 7 H).
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Figure 1: ASTX295 induced apoptosis in AML cell lines Treatment of MV4-11, ML-2 and GDM-1 cells with ASTX295 and decitabine in combination ONMTH T DNMT
100 also showed an increase in growth inhibitory effect via Alamar Blue assay, and was indicated
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