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Effect of HM43239 and Gilteritinib on the Interactions of Bone

INTRODUCTION HM43239 Suppression of AML Survival Signaling Marrow Stroma with AML in Orthotopic Mice Model
A M-V-4-11 Cells B MOLM-14 Cells C BAF3/ITD Cells . . . .
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downstream SYK, JAK/STATS, ERK, and other rescue signaling pathways. This rationale pFLT3, pSTATS5, and pERK relative to total level of each protein. HM43239 significantly reduced pFLT3, Envision Detection System (400x) and quantified with a Vectra 3 Pathology Imaging Analyzer
supports the development of HM43239. pSTATS, and pERK levels in FLT3-ITD bearing AML cells. (200x images). Positive DAB % = DAB positive area pixel / (Hematoxylin pixel + DAB positive

voL-14 BaFs/o | e e area pixel) x 100. = VC, vehicle control; HM, HM43239 30 mg/kg; Gil, Gilteritinib 30mg/kg. =

| El | “‘m ns, not significant; * p<0.05, **p<0.01, ***p<0.001, ****p<0.0001 (unpaired t test using

OB IECTIVE E A\ ' L GraphPad PRISM®, GraphPad Software)
900 nM HM43239 ' PR Ty A =" too, g SYK PYOZIEZ0

Evaluate the activity of HM43239, an orally active drug, as a Myeloid Kinome Inhibitor in
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CONCLUSIONS

human AML models.
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M43239 inhibits wild type and mutant forms of FLT3 at low nM concentrations.
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HMA43239 reduced pFLT3, pSYK, and pSTATS5 levels in HM43239 treated AML cells as detected by ’Ic_Mt4323t? !nhlbljcs p,hOSFI)_hO_FLL?” phosphot-hSYK, phospho-EKR1/2 and phospho-JAK/STATS
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