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Background: Sotatercept, a first-in-class activin-signalling inhibitor, has shown benefit and manageable safety in
participants with pulmonary arterial hypertension (PAH), including participants <1 year from diagnosis in
HYPERION (NCT04811092). Cardiometabolic comorbidities (CMCs) are frequent in PAH, yet their impact on
response to sotatercept remains unclear.

Aims: Post-hoc analysis to assess HYPERION efficacy and safety outcomes by CMC burden.

Methods: Participants with WHO FC II/III PAH at intermediate-to-high mortality risk (REVEAL Lite 2 risk ≥6 or
COMPERA 2.0 risk ≥2) on background therapy were randomised to sotatercept or placebo every 3 weeks.
Outcomes at the final database lock are by absence or presence of a CMC (diabetes, hypertension, coronary
artery disease or BMI ≥30 kg/m2) at baseline.

Results: Participants with 0 (n=109) or ≥1 (n=211) CMC had a longer time to a first clinical worsening event with
sotatercept vs placebo (hazard ratio [95% CI]): 0 CMC 0.13 (0.04–0.43; P<0.0001); ≥1 CMCs 0.29 (0.16–0.54;
P<0.0001) (Figure). For safety outcomes, the proportions of participants experiencing ≥1 adverse event (AE), ≥1
serious AE or an AE leading to treatment discontinuation were generally similar between the 0 or ≥1 CMC
subgroups in both the sotatercept- and placebo-treated groups (Figure).

Conclusion: Time to a first clinical worsening event was longer with sotatercept (vs placebo), with a generally well
tolerated and consistent safety profile across CMC subgroups in HYPERION.
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