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Mutations in a variety of epigenetic factors have been recently identified in vari
ous hematological malignancies. We have demonstrated that the mutations in TET2, EZH2 or ASXL1 induce myel
odysplastic syndromes (MDS)-like in mouse bone marrow transplant (BMT) model and that derepression of HoxA
9 and miR125a induced by ASXL1 mutants via EZH2/PRC2 repression plays critical roles in inducing MDS-like
disease.

We previously reported that Hesl plays critical roles in CML-BC. We here demonstrate that MMP9 expression
induced by Hesl via NFkB activation plays some roles in the progression of CML-BC. In addition, we also d
emonstrated that Hesl collaborated with FIP1L1-PDGFR in inducing AML in mouse BMT model and that Hesl over
expression was observed in 2 of 5 patients with eosinophilic leukemia harboring FIP1L1-PDGFR. These result
s indicate that Hesl contribute to leukemogenesis in suppressing myeloid differentiation.
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