Supplemental Table S1: Change in RVEF at baseline and follow-up in treatment naive patients

with PAH
No. Follow-up Mean Mean follow-  Mean difference [95%
STUDY Patients (montbs) baseline up RVEF CcIj
RVEF
Hassoun 2015 23 9 46 S7 11 [6, 17]
Michelakis 2003 3 12 38 45 7 [-10, 24]
Peacock 2013 71 12 41 46 5[0, 9]
Roeleveld 2004 10 12 34 38 4[-7,15]
Swift 2022* 16 12 32 37 5 [-3, 13]
Van de Veerdonk 2011 76 12 35 36 1[-2,4]
Van de Veerdonk 2017 45 12 36 40 41[-1,9]
van Wolferen 2006 15 12 33 39 6[-9,21]
Vonk Noordegraaf 2022 62 12 38 47 10 [5, 15]
Pooled mean 321 12 37 43 6(3,8]
ASPIRE 254 12 34 41 7[5, 9]

* only treatment naive patient included in the analysis
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Supplemental Figure S1: Pooled summary of mean RVEF differences

Pooled differences of RVEF in treatment-naive PAH patients between baseline and 9-12 months follow-up
post-treatment reported in nine studies. The pooled change (blue diamond) in RVEF was 6% (n = 321)
compared to 7% in the current ASPIRE study (n= 254).
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Supplemental Figure §2: Heatmap of mean minimal important differences (MID) for improvement (left
panel) and worsening (right panel) for relative changes in right ventricular (RV) parameters expressed as
change over baseline measurement x100. The heatmaps display the MIDs calculated using four different

assessment methods: 0.5 standard deviation (SD), minimal detectable change (MDC), change difference, and



general linear model (GLM) regression. The values are colour-coded, with blue representing lower MIDs and

red representing higher MIDs. The bold white lines separate the average column and row for each parameter.

RVEF, right ventricular ejection fraction; RVEDV, right ventricular end-diastolic volume; RVESV, right

ventricular end-systolic volume.
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