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Clonal development of hematopoietic progenitor cells with driver mutation in
myeloproliferative neoplasms
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Recent studies revealed that driver mutations of hematologic malignancies
could be found in white blood cells in healthy individuals, what we call “ CHIP.” The existence of
CHIP suggested that driver mutation itself is not sufficient, and some additional factors should be
required for leukemogenesis. To address the background mechanisms of this, we analyzed JAK2 mutation
clones in bone marrow from essential thrombocythemia patients and healthy individuals. We first
identified prospectively-isolatable and functionally homogeneous human megakaryocyte progenitor. By
performing comparative analysis in hematopoietic stem/progenitor populations, including MegP, we

identified several key factors that potentially contribute to the acquisition of growth advantage
for JAK2 mutant clones.
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