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Elucidation of mechanism of myeloproliferative neoplasm induced by abnormal DNA
methylation
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In this study, we focused on the gene expression changes of progenitors in
bone marrow leading to the onset of myeloproliferative neoplasms (MPN) and the cell dynamics after
the development of MPN. We generated hematopoietic cell specific Tet2 deficient mice which show
abnormal proliferation of myeloid cells and have symptoms of MPN and isolated each progenitor cells
in bone marrow for transcriptome analysis. As a result of transcriptome analysis of progenitors from

bone marrow of hematopoietic cell specific Tet2 deficient mice, we identified a novel group of
progenitor cells which are expected to contribute to MPN pathogenesis. These cells show a
characteristic pattern of surface markers that has not been reported previously and increase as
aging. Furthermore, these cells have higher ability of proliferation and differentiation into
myeloid cells compared to control mice. These results suggested that these progenitors are important
cells which play a role in the MPN pathogenesis.
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