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Identification of new therapeutic target for MLL rearranged acute myeloid leukemia

Imamura, Toshihiko
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This study revealed the potential mechanism of high ATRA sensitivity of MLL-AF9-po
sitive AML compared to MLL-AF4-positive AML. The level of dimethyl histone H3 lysine 4 (H3K4me2) in the RA
RA gene-promoter region, PU.1 upstream regulatory region EURE) and RUNX1 +24/+25 intronic enhancer was hig
her in MLL-AF9-positive cells than in MLL-AF4-positive cells, and inhibiting lysine-specific demethylase 1

(LSD1), which acts as a histone demethylase inhibitor, reactivated ATRA sensitivity in MLL-AF4-positive c
ell. These findings suggest that the level of H3K4me2 in the RARA gene-promoter region, PU.1 URE and RUNX1

intronic enhancer is determined by the MLL-fusion partner. Our findings provide insight into the mechanis
ms of ATRA sensitivity in AML and novel treatment strategies for ATRA-resistant AML.
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