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The mechanism of leukemic transformation from myeloproliferative neoplasms
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To elucidate critical factors to induce leukemic transformation from
myeloproliferative neoplasms (MPN), we generated a murine model which slowly develop acute myeloid
leukemia (AML) from moderate phenotypes of MPN. We crossbred Calr-10d mice with Ezh2-KO mice, and
obtained Calr-10d, Ezh2-KO, Calr-10d;Ezh2-KO respectively. We observed these mice, and found that
only Calr-10d;Ezh2-KO mice died with AML or severe MPN during age 10 to 18 months. Calr-10d and
Ezh2-KO mice lived nearly 24 months.Upregulation of polycomb target genes were observed in
hematopoietic stem cells (HSCs) of Calr-10d;Ezh2-KO mice.Presently, we are analyzing HSCs of
moribund AML and MPN mice, and we are expecting to detect important factors for leukemic
transformation.
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