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Development of novel therapeutic target in chronic thromboembolic pulmonary
hypertension
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The clot of chronic thromboembolic pulmonary hypertension (CTEPH) patients
was more resistant to fibrinolysis than that of non-PH patients or pulmonary arterial hypertension
(PAH)patients. The plasma levels of thrombin-activatable fibrinolysis inhibitor (TAFI) and the
activation of TAFI were increased in CTEPH patients. Moreover, SNPs of cpb2, which induced the
plasma levels of TAFI, was found in CTEPH patients. The impairment of fibrinolysis in CTEPH patients

was inmproved with the inhibitor of avtivated TAFI.

In the TAFI overexpression mice, pulmonary hypertension was worse than wild type mice with hypoxic
exposure and organaized thrombi ws found in pulmonary artery. Moreoover, TAFI increased the
proliferation of smooth muscle cells of human.

These data suggest that TAFI could be a novel biomarker and realistic therapeutic target of CTEPH.
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