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KABUKI Investigators

hypertension (CTEPH), lifelong anticoagulation with

vitamin K antagonists is recommended by experts to
prevent recurrent pulmonary embolism and worsening of
CTEPH." Data from randomized controlled trials on direct
oral anticoagulants for CTEPH are lacking.

The KABUKI trial (Clinical Trial to Investigate Safety
and Efficacy of Edoxaban in Patients With CTEPH) was
a phase 3, investigator-initiated, multicenter, single-
blind, randomized, warfarin-controlled, noninferiority
trial to evaluate the efficacy and safety of edoxaban,
a Factor Xa inhibitor, in subjects with CTEPH. The
study design and protocol have been reported.? Eleven
Japanese institutions participated in this study. Eligible
patients had CTEPH with World Health Organization
functional class | to Ill and had been on warfarin for
at least 3 months before enrollment. Patients who had
undergone reperfusion therapy (including pulmonary
endarterectomy and balloon pulmonary angioplasty)
and were being treated with pulmonary vasodilators
were also eligible. The target international normalized

In patients with chronic thromboembolic pulmonary

ratio for warfarin dose adjustment adopted in this trial
was 1.6 to 2.5, considering Japanese guidelines.® The
daily dose of edoxaban (60 mg for body weight >60
kg, 30 mg for body weight <60 kg) was the same as
that used for preventing venous thromboembolism.
The study was approved by the institutional review
board and subjects provided informed consent. The
primary outcome was the ratio of pulmonary vascular
resistance (PVR, Wood Units) at week 48 to PVR at
baseline. Secondary outcomes were clinical worsen-
ing of CTEPH (death, CTEPH-related hospitalization,
rescue reperfusion treatment, initiation or dose escala-
tion of pulmonary vasodilator, and >15% reduction in
6-minute walk distance with worsening World Health
Organization functional class), World Health Organi-
zation functional class, 6-minute walk distance, and
N-terminal pro—B-type natriuretic peptide level. Inci-
dence of symptomatic venous thromboembolism and
p-dimer level were prespecified exploratory outcomes.
Safety outcome was clinically relevant bleeding, includ-
ing major bleeding.* Clinical worsening of CTEPH
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