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To establish novel therapy for hematological malignancy, we are going to develop inhibitors for
histone acetyltransferase complex that is essential for maintenance of leukemia. We modified
structure of candidate compounds for the inhibitors and obtained potent inhibitors for the
acetyltransfarase. When MLL-fusion transduced AML cells were treated with the inhibitors,
down regulation of HozA9 expression, inhibition of histone acetylation and growth suppression
of AML cells were observed. Conditional deletion of the gene inhibited colony-forming activity of
AML cells induced by AML1-ETO, MLL-AF10 and MOZ-TIF2. On the other hand, we developed
potent inhibitors for another component of the histone acetyltransferse complex. The inhibitors
blocked colony-forming activity of AML cells induced by AML1-ETO, MLL-AF10, MLL-ENL,
MOZ-TIF2, PML-RARA, NUP98-HOXA9, CALM-AF10, C-MYC.
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