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Molecular Abnormalities Caused by Mutations in Epigenetic Regulators of Leukemia
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Acute myeloid leukemia (AML) is a refractory hematopoietic neoplasm, and
although highly invasive chemotherapy is often used as standard treatment, the development of more
tumor-specific stratified therapy is desirable.

In this study, we investigated the potential efficacy of molecularly targeted drugs targeting the
transcription system against mutations in epigenetic regulators of AML, particularly cohesin complex
components. We established and cultured leukemia cell lines in which cohesin and coexisting
mutations were introduced by genome editing, and showed the efficacy of the drugs including the CDK
inhibitor. The drug also showed mutation-specific efficacy in a mouse model of leukemia. These
findings pave a way toward the development of stratified therapies targeting mutation-specific
transcriptional abnormalities.
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