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Elucidation of the ?athogenesis of leukemia with cohesin mutations and
development of novel treatment
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Approximately 10-20% of myeloid neoplasms have mutations in cohesin complex
genes, but the molecular mechanisms %y which cohesin mutations cause leukemia are not fully
understood. This study aims to elucidate the molecular abnormalities caused by cohesin mutations and
to develop mutation-specific therapies.
We applied genome editing to establish cohesin-deficient leukemia cell lines. Some anticancer drugs
targeting the epigenome showed specific growth inhibitory effects on the cohesin-deficient lines.
This effect was also observed in a transplantation model in immunodeficient mice. In addition, a new
multiple mutant mouse model of cohesin mutation and other driver gene mutations was generated to
demonstrate the cooperative effects of both genes at the phenotypic and molecular levels.
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LIRESCBE IS T T )L (Patient—derived xenografts: PDX) Z{EA L. EHDOEA
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(BT B BB A E8a M A RRAICEIE T 5 2 & T, b — 3 B R OB BRI & Al H
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AT, TTab—V VBEFEREET VLT AMIEMIAE ORI 25272, BRI ST
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REZ2 AR RE 2 HECREEE CYEfi L7, BI5 T/ v 27 7 U R&E4T 9 sgRNA 74 77 U X GeCKO v2 7
ATV EHANDZ L E L LYy FIA N ADIERR ETT - 7=, Cas9 TH 55 B1 HL-60 FAKE I sgRNA
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AEMD RTAN—BLETER T AR L, BEEB AR~ RET VEEK LI, 2
LDV TAETIVIBWTIL, 2t —Y VR TEARIVEEER AR~ T 20N &g
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HEIETRETTNEEEBISI L, 72, RNA > —F U AT ko Tae—Y U ERIZE D
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