Total patients reported in the JADER database between April 2004 and July 2022

(n= 775,566)
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Patients whose primary diseases were registered as “pulmonary arterial
hypertension” or “heritable pulmonary arterial hypertension” (n = 1,969)
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Exclusion:

1. Concomitant use of drugs
targeting the same biological
pathway (n =367)

2. Missing information about
onset date of adverse events
(n=383)

3. Missing information about
sex or age (n=13)

Dataset for survival analyses (n = 1,208)

A 4

\ 4

K-M plot stratified by PAH-specific vasodilators

K-M plot stratified by supportive therapy

1) stratified by continuous infusion therapy with drugs

targeting the prostacyclin pathway

Non-user (n = 992); Epoprostenol (n = 199);

Treprostinil (n = 87)

2) stratified by inhalants/oral drugs targeting the
prostacyclin pathway
Non-user (n = 577); lloprost (n = 11);

Beraprost (n = 291); Selexipag (n = 329)

3) stratified by drugs targeting the nitric oxide pathway
Non-user (n = 332); Sildenafil (n = 278);

Tadalafil (n = 512); Riociguat (n = 86)

4) stratified by drugs targeting the endothelin pathway
Non-user (n = 215); Bosentan (n = 224);
Ambrisentan (n = 231); Macitentan (n =

1) stratified by oxygen therapy

4) stratified by tolvaptan therapy

538)

Non-user (n = 981); Oxygen (n = 227)

2) stratified by anticoagulant therapy with warfarin
(with or without concomitant epoprostenol)
Without concomitant epoprostenol
Non-user (n = 767); Warfarin (n = 242)
With concomitant epoprostenol
Non-user (n = 149); Warfarin (n = 50)

3) stratified by anticoagulant therapy with DOAC
Non-user (n = 1,154); DOAC (n = 54)

Non-user (n = 1,044); Tolvaptan (n = 164)

Cox proportional hazards model analysis

Figure 1



