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Abstract FHD-286 exposure upregulates the myeloid maturation marker CD11b in AML FHD-286 treatment upregulates CD11b in AML cell line xenograft models in vivo
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concentrations (5-20 nM) of FHD-286 led to time- and dose-dependent upregulation of the myeloid maturation marker X od X ol .I e l N -l = - FHD-286 | ..  %pt.6 ¢ Figure 6. A) Mice bearing cell line xenografts were treated with
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FHD-286 may inhibit AML cell growth by overcoming this differentiation block. We have also demonstrated
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combination benefit with standard of care cytotoxic agents in multiple AML cell lines in vitro, and significant survival

Figure 3. Cells were exposed to either 0.1% DMSO or the indicated concentrations of FHD-286 for 7 days. Following treatment, CD11b expression was )
mean and error bars are SEM. n = 3 mice per group.

assessed by flow cytometry. Note: In the DMSO condition, all cell lines had low levels of CD11b positivity with the exception of the M6 line HEL92.1.7.

benefit in vivo. Taken together, these findings suggest that FHD-286 is able to target blast progenitor populations that Since CD11b expression is lost during erythropoiesis, the observed decrease upon FHD-286 exposure may be a result of erythrocytic differentiation in
are heavily BRM/BRG1-dependent, and that combination with standard of care agents can achieve profound, this cell line. _ oy !
mutationally agnostic antitumor activity in AML. FHD-286 sensitizes AML cells to standard of care cytotoxic agents
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Figure 2. A) In several patient-derived AML samples, exposure to low concentrations of FHD-286 elicited differentiation-like responses. DMSO DMSO
B) Ropresentative light mitroseopy images of patient-de’rived AML cels treated with DMSO or 30 nM FHD-286 for 7 or 14 days and prepared Figure 7. A) Combination treatment design. To observe effects on cell growth, all treatment conditions were split at the same ratio as the DMSO control
with Wright's stain. C) AML cell lines OCI-AML3 and MOLM13 were exposed to DMSO or the indicated concentrations of FHD-286 for 7 days 2.1 | 242 condition. B) Cell lines and drug concentrations tested in combination experiments. Combination agent concentrations were chosen based on
and the percentagés of morphologically differentiated cells were quantified by microscopy ’ experimentally derived ICg, values. C) Heatmap of cell densities relative to DMSO control on day 14. The cytarabine and decitabine combinations were
' generally more effective than the venetoclax combination. D) HL60 cells were treated as in A, and analyzed by flow cytometry on days 7, 10 and 14.
Equal volumes were analyzed for all samples, in order to observe effects on cell density. Shown are 2-parameter pseudocolor plots with CD11b MFI on
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Enhanced efficacy and significant survival benefit with FHD-286 + cytarabine
Key results combination in vivo
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The combination had a significantly greater effect on median survival time compared with cytarabine alone (p < 0.0001) and FHD-286—alone (p = 0.0022).
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