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Key takeaway

- UNISUS patients represent a broad PAH patient
population, with diverse etiologies, geographical
distribution, and background PAH therapies.

Background

e Despite improvements in survival with therapies for pulmonary arterial
hypertension (PAH), there remains an unmet need to further improve long-term
outcomes for patients with PAH.

* Macitentan is an oral, dual endothelin receptor (ET,/ET ) antagonist (ERA) with
proven efficacy at a once-daily dose of 10 mg.?? Macitentan 10 mg is indicated
for the treatment of PAH in adults to reduce risk of disease progression and
hospitalization for PAH.?

* Enhanced ET_ receptor inhibition via increased macitentan dose is of
therapeutic interest in PAH.

— Preclinical data indicate that macitentan exerts dose-dependent effects
through enhanced inhibition of ET,/ET_ receptors.®

— In Phase 1 clinical studies in cardiovascular healthy volunteers and
patients with glioblastoma, doses of macitentan up to 300 mg have
been administered.36’

— Modelling estimates that macitentan 10 mg predominantly blocks ET,
receptors, while increasing the macitentan dose to 75 mg also achieves
substantial blockade of ET, and ET_ receptors.®®

* UNISUS, the first head-to-head superiority study in PAH, aims to show superior
efficacy of macitentan 75 mg over 10 mg in adults with PAH.

Objective

* Here, we describe preliminary findings for the baseline characteristics of all
patients enrolled in the ongoing UNISUS study.

Methods

 UNISUS (NCT04273945) is an ongoing, phase 3, prospective, multicenter,
double-blind, double-dummy, randomized, active-controlled, parallel-group,
group-sequential, adaptive, event-driven study in adults with PAH.

* Following screening, patients were randomly assigned 1:1 to receive
macitentan 75 mg or macitentan 10 mg once daily (Figure 1).

— Patients who were treatment-naive or receiving an ERA below the approved
dose entered a run-in period where they received macitentan 10 mg once
daily for 4 weeks prior to randomization.

— Patients randomized to macitentan 75 mg received macitentan 37.5 mg for
4 weeks, and macitentan 75 mg thereafter.

* Eligible patients aged 18 to 75 years had PAH and were in World Health
Organization (WHO) functional class lI-Ill. PAH was: idiopathic; heritable or
drug- or toxin-induced; or associated with connective tissue disease, human
immunodeficiency virus or congenital heart disease.

— Stable (=3 months) background PAH therapy could be maintained, except

Figure 1. Design of the UNISUS study
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ERA, endothelin receptor agonist; PAH, pulmonary arterial hypertension.

Patients who were ERA treatment-naive or on a dose of macitentan or ambrisentan lower than 10 mg once daily, or dose of bosentan lower than 125 mg twice daily entered a 4-week run-in period prior to randomization where they received open-label macitentan
10 mg once daily. Patients treated with an approved ERA dose on a stable regimen (=3 months prior to screening) bypassed this run-in period. Eligible patients were randomly assigned in a 1:1 ratio to receive macitentan 75 mg or macitentan 10 mg once daily and
entered the event-driven double-blind treatment period.

Conclusions

« UNISUS has met its enrolment target, with
935 adult patients fully enrolled and randomized.

 As the first head-to-head superiority study in
PAH, UNISUS uses an adaptive, event-driven
design and will provide robust evidence on
the potential to optimize the foundational
endothelin pathway with macitentan 75 mg.

Results
* Patient recruitment to UNISUS is now complete. As of July 2024, 935 adult patients were enrolled and randomized (Figures 2—-4).

Figure 2. Baseline patient demographics (N=935)
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Figure 3. Baseline patient PAH characteristics (N=935)
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Figure 4. PAH etiologies (N=935)
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