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Study on the difference of severity and treatment response of pulmonary
hypertension
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Mutant clonal hematopoiesis of JAK2, a Janus kinase, is frequently observed
in patients with myeloproliferative disorders. Since myeloproliferative disorders are listed in
group V of the WHO pulmonary hypertension classification, we focused on the JAK2-V617F mutation in
hematopoietic stem cells.

We identified this mutation in 7.1% (5/70) of pulmonary hypertensive patients without hematologic
disease, which is significantly more frequent than the 0% (0/83) in the symmetric group in the
clinical practice.

In basic research, JAK2-V617F mutant (gain-of-function) mice, neutrophils from the mutant clone
infiltrate the peri-pulmonary artery and promote pulmonary artery remodeling from activation of
ALK1-Smad1/5/8 signaling via phosphorylation of STAT3, which is downstream of JAK2.
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Kimishima U, Misaka T, et al. Clonal hematopoiesis with JAK2V617F promotes
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