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Establishment of a platform for elucidation of molecular pathogenesis of leukemia
and antileukemia therapy based on integrated pathway analysis
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In this study, we elucidated the down-stream pathway and specific therapeutic
target of molecules associated with poor prognosis in acute myeloid leukemia, such as Evi-1 and BAALC, as
well as a collaborative factor for Evi-1 induced leukemogenesis and a maintenance mechanism of resistant
leukemia initiating cells. By using Evi-1-IRES-GFP knock-in mice, we also showed that Evi-1 marks
leukemia initiatin? cells and Evi-1 is associated with chemoresistance in chronic myeloid leukemia. In
addition, we revealed pathogenesis of myeloid malignancies in an integrated manner by demonstrating a
mechanisms of leukemia progression, interaction between leukemia cells and surrounding cells and an
essential role epigenetic abnormalities play in leukemogenesis. These results provide a foundation to
develop novel molecular targeted therapies for refractory hematological malignancies.
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