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Survival and benefit of upfront combination therapy: Registry of Japanese patients with

pulmonary arterial hypertension

Pulmonary hypertension (PAH) is a progressive disorder. PAH defines as an elevation in mean
pulmonary artery pressure of greater than 26mmHg, as well as pulmonary vascular resistance
of greater than 3 Woods units associated with normal pulmonary artery wedge pressure. PAH is
known as a complex and multifactorial disorder with a poor prognosis, and leads to right
ventricular overload associated with severe right-sided heart failure. The prognosis for patients
with PAH has improved since the approval of potent drugs, such as prostacyclin, endothelin
receptor antagonists, and phosphodiesterase type 5 inhibitors. The average survival time after
diagnosis is now estimated to be 5 to 7 years. The trend of the initial treatment strategy for
pulmonary arterial hypertension (PAH) has changed from monotherapies to upfront
combination therapies. Because there is no limitation for reimbursement to perform combination
therapies in PAH, physicians have actively performed combination therapies since 2008.
Therefore, we aimed to analyze treatments and outcomes in Japanese patients with PAH by
using data from the Japan PH Registry (JAPHR), which is the first organized multicenter
registry for pulmonary hypertension. We studied 189 consecutive patients (108 incident and 81
prevalent cases) with PAH in nine pulmonary hypertension centers, who were enrolled from
April 2008 to March 2013. We performed survival analyses in the incident and combined cohorts.
Among the 189 patients, 1-, 2-, and 3-year survival rates were 97.0% (95% CI, 92.1-98.4), 88.2%
(95% CI, 87.0-95.9), and 88.2% (95%CI, 81.3-92.7), respectively. In the incident cohort, 33% of
the patients received upfront combination therapies, including dual and triple combination
therapy. In this cohort, 1-, 2-, and 3-year survival rates were 97.6% (95% CI, 90.6-99.4), 97.6%
(95% CI, 90.6-99.4), and 95.7% (95%CI, 86.9-98.6), respectively. To identify the benefit of upfront
combination therapy, we built modified Poisson regression models. After adjustment for baseline
NYHA classification status, patients on upfront combination therapy achieved 5.27 (95% CI,
2.68-10.36) times better hemodynamic improvement at the first follow-up compared with
monotherapy, including improvement in mean pulmonary artery pressure, cardiac index, and
pulmonary vascular resistance. Data from the JAPHR show the various treatments and a good
prognosis in Japanese patients with PAH. Our findings suggest the advantage of initial upfront

combination therapy associated with improvement in hemodynamic status.
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28, Noriaki Emoto, The 1st International Conference on Health Sciences, 2016/10/29, [E#}.
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Noriaki Emoto, The 24th Annual Meeting of the Japanese Vascular Biology and Medicine
Organization and The 14th Korea-Japan Joint Symposium on Vascular Biology, 2016/12/10, [EWN
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1. Symposium: Prevention of sudden cardiac death: a nationwide Japanese program. Mitani Y. 2nd

Munich Symposium on Fetal cardiology (Munich, 2016 Aug)
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2. Opening lecture: Prenatal diagnosis in Asia. Mitani Y. 2nd Munich Symposium on Fetal

cardiology (Munich, 2016 Aug)

3. Yoshihide Mitani. How does macitentan work in occlusive pulmonary vasculopathy? 15th

International PH forum (Barcelona, Spain, 3.18-20, 2016)

4. Yoshihide Mitani. The use of EKG as a screening tool. 10th International conference of

neonatal & Childhood Pulmonary Vascular Disease (San Francisco, March, 2017)

5. H Sawada, H Ohashi, S Ohtsuki, N Yodoya, H Hayakawa, T Konuma, H Shimpo, K Maruyama,

Y Komada, Yoshihide Mitani. Impact of school electrocardiography mass screening on the diagnosis

of atrial septal defect in children. American Thoracic Society (San Francisco) 2016.5.17
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(ENZRFHENTEER PR B E A e A e il L= E R R B2)
1. Surgical and non-surgical treatment of CTEPH. The 21th Congress of the Asian Pacific Society of
Respirology. Tanabe N,, 201611/13, Bangkok, Thailand
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K. Right ventricular sugar and fat in chronic thromboembolic pulmonary hypertension.

American Thoracic Society International Conference 2016 (2016.5.13-18 San Francisco,USA)
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2. Sakao S. Molecular basis for remodeled pulmonary vasculature and hypertrophied right
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11. Surgical Outcomes of Patients with Antiphospholipid Syndrome After Pulmonary
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