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whole genome and multiomics analysis of hairy cell leukemia japansese variant
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In an effort to elucidate the molecular pathology and develop targeted
therapies for Hairy Cell Leukemia-Japanese variant (HCLjv), a rare cancer unique to Japan, we
conducted whole genome analyses in comparison with Western-type HCL (positive for BRAF.pV600E
mutation). Our findings revealed novel structural abnormalities in the oncogene X in 20% of HCLjv
cases, suggesting tumorigenesis driven by overexpression of X through hijacking of the strong Emu
enhancer. The overexpression of X frequently coexisted with loss-of-function mutations in the tumor
suppressor genes Y and Z. Further investigations using cell lines demonstrated that overexpression
of X activates the PI3K/Akt pathway, while loss of Y iInduces activation of the NFkb2 pathway. Future

studies will involve in vivo analysis of the oncogenic potential of X using floxed mice engineered
to specifically assess the role of X in tumorigenesis.
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