ASXL1 mutations in AML are associated with a distinct epigenetic state
that results in vulnerabilities to epigenetic-targeted agents MDA G dereon
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& E9) and UCSD-AML1 (clones D7, D8, E2, E3) cells in exponential phase. B-tubulin ||| weozrss-mskerae 530 7~ 7 i 6.Treatment with SEL120-34A/RVU120 also reduced active chromatin
expression served as the loading control. C-E. OCI-AML3 parental and ASXL1 KiI - ~$pit MIR4487 SLC39A13) ks in th tASXL1 ina AML cells. Thi iated with
cells were treated with the indicated concentrations of etoposide, cytarabine, or -t o RSB AT marks in the m : expressing cells. 1his WaS-aSSOCIa edwi
daunorubicin for 48 hours. At the end of treatment, cells were stained with Annexin V S sPi1 - 2t§§§-§% reduced expression of BAP1, MEIS1 and HOXA9 proteins.
and ToPro-3 iodide and the percentage of apoptotic cells were determined by flow P s . stezoas| | 7. Treatment with NEO2734, pelabresib, and SEL120-34A induced in vitro
cytometry. Curves represent means of three independent experiments. Error bars ||| signif. pown pesks lethality in patient derived mtASXL1-expressing AML samples. In
represent S.E.M. : : . addition, treatment with NEO2734, pelabresib, or SEL120-34A,

Figure 7. Treatment with NEO2734/EP31670 Reduced Permissive o ) ) j
Chromatin Marks. A. Percent expression of H3K9, H3K18, and H3K27Ac histone significantly reduced AML burden in NSG mice engrafted with mtASXL1-
marks determined by flow cytometry following treatment with NEO2734, as indicated, expresssing OCI-AML3 cells.

for 24 hrs. B. OCI-AML3 ASXL1 Kl control and NEO2734 treated cells were utilized || 8.Utilizing the isogenic models of AML cells expressing mtASXLA1,

for H3K27Ac ChIP-Seq analysis. Graph in shows Log2 fold-change in H3K27Ac || collectively these findings support the rationale to evaluate dual HAT-

peaks at selected loci. Arrows denote gene upregulated by KI C. IGV plots of Myc and BET inhibitor-based combination therapies against AML cells.
SPI1 super enhancers.




	Slide Number 1

