©
2018 2021

Mutual role of a driver mutation and abnormality of histone modification in
progression of myeloproliferative neoplasms
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In this study, we aimed to clarify roles of the histone modifiers in the
pathogenesis of myeloproliferative neoplasm (MPN) progression. We generated knock-in mice carrying
frameshifted Calr (Calr-dell10) using genome edition, which showed MPN-like hematopoiesis. Bone
marrow transplant recipients from Calr-del10 mice showed impaired reconstitution of Calr-mutated
hematopoietic stem cells associated with reduced expression of polycomb recessive complex 2-related
genes, whereas Calr-dell0 macrophages with JAK-STAT activation accumulated in the perivascular
region of lungs and contributed to pulmonary arterial remodeling. In addition, we established the
mouse models with vascular remodeling due to the hematopoietic JAK2 mutation, which also showed
extramedullary hematopoiesis in lungs. In these models, abnormalities in histone modifiers may lead
to MPN progression.
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