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Understanding the Pathophysiolo?y of Pulmonary Hypertension Based on the
Dynamics of Pulmonary Neutrophil Differentiation and Inflammation
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Usin? a mouse model of JAK2V617F clonal hematopoiesis, we developed a
sustained hypoxia-induced pulmonary hypertension mouse model. We demonstrated that mice with
JAK2V617F clonal hematopoiesis exhibit more severe pulmonary hypertension. During the
differentiation into pulmonary neutrophils, JAK2V617F progressively increased ALK1 (ACVRL1) gene
expression as hematopoietic stem cells differentiated into pulmonary neutrophils. This data suggests
a molecular mechanism underlying the JAK2V617F-induced development of pulmonary hypertension.
Additionally, we found increased ACVRL1 expression in patients with JAK2V617F clonal hematopoiesis.
We are investigating the significance of the JAK2V617F/ACVRL1 axis in chronic thromboembolic
pulmonary hypertension and thrombus formation in the right heart system vessels of JAK2V617F
carriers.
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