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By analyzing various mouse models, we have elucidated some of the causes of
pancytopenia in myelodysplastic syndromes (MDS), a heterogeneous disease. In addition, a new MDS
model was generated by crossing mutant ASXL1 knock-in mice with STAG2 knock-out mice to elucidate
the pathogenic mechanism. Our results demonstrate that mutations in the epigenomic factor ASXL1 not
only contribute to MDS pathogenesis via aberrant gene expression, but also induce DNA damage by
activating the Akt-mTOR pathway in the cytosol.
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