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Methods  

● Phase 3, multicenter, double blind, randomized control trial 
● Looking at safety and efficacy of Sotatercept  in addition to background therapy 

for pulmonary arterial hypertension (PAH)
● 323 patients underwent randomization, 91 sites, 21 countries 
● Randomly assigned 1:1 of subcutaneous sotatercept (target dose 0.7mg/kg) or 

placebo (given every 3 weeks), in combination with stable background therapy 



Inclusion/Exclusion criteria 
● Inclusion: 

○ confirmed diagnosis of PAH (idiopathic, heritable, drug-induced, CTD, or after shunt 
correction), WHO FC II or III

○ Baseline  (PVR) of ≥ 400 dynes/sec/cm5 (5 WU) and wedge <15 mmHg 
○ Receiving background therapy mono, double, or triple therapy for 90 days before 

enrollment
● Exclusion criteria

○ subtypes associated with portopulmonary disease, schistosomiasis, HIV, or veno-
occlusive disease

○ Uncontrolled hypotension or hypertension 
○ Untreated OSA 
○ LVEF <45% 
○ Significant valvular disease





Primary endpoint 
● Median change from baseline in 6MWD at 24 weeks: 

○ 34.4m in Sotatercept group 
○ 1.0m in placebo 



Secondary endpoints 
● Multicomponent improvement measured by the 

percentage of patients meeting all three criteria 
at week 24 relative to baseline:

○ 6MWD (increase of ≥30 m)
○ improvement in NT-proBNP level 

(decrease of ≥30%) or maintenance or 
achievement of an NT-proBNP level of 
<300 pg/mL

○ improvement in WHO functional class 
● Significant improvements were observed in 

pulmonary vascular resistance, NT-proBNP 
levels, WHO functional class, time to first 
occurrence of death or nonfatal clinical 
worsening 

● No significant between-group difference was 
observed for the PAH-SYMPACT 
Cognitive/Emotional Impacts domain score 



Safety 

● Severe (8% vs. 13.1%) and serious (14.1% 
vs. 22.5%) adverse events were less 
common in the sotatercept group than in 
the placebo group

● Adverse events noted with sotatercept 
included bleeding events (epistaxis and 
gingival bleeding; 21.5%), telangiectasias 
(10.4%), thrombocytopenia (6.1%), increase 
in hemoglobin level (5.5%), and increase in 
blood pressure (3.7%).
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