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Elucidation of the pathophysiology of myeloproliferative neoplasms (MPNs
has been greatly advanced by the identification of the driver mutations JAK2 and CALR. On the other
hand, the mechanism by which CALR mutations cause MPN and the mechanism of fibrosis, which is the
most important feature of myelofibrosis, remain unclear.

We elucidated the role of CALR in normal hematopoiesis and the mechanism of clonal expansion of
CALR-mutated aberrant hematopoietic stem cells. We also found that the majority of
collagen-producing cells in the bone marrow, which are the main players in fibrosis, are neoplastic
fibrocytes that differentiate from tumor clones via monocytes.

These are major achievements that promote the understanding of the pathogenesis of MPN, leading to
the development of new treatment methods that meet unmet needs of patients.
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