SERALUTINIB FOR THE TREATMENT OF PULMONARY ARTERIAL HYPERTENSION: 7N ATS
RESULTS FROM THE PHASE 3 PROSERA TRIAL
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BACKGROUND RESULTS

 Vascular remodeling in pulmonary arterial hypertension (PAH) is driven by smooth muscle proliferation, inflammation, and fibrosis— Figure 2. Primary endpoint: AGMWD at Week 24. Seralutinib increased 6MWD from baseline to Figure 4. Key secondary endpoints. A. Seralutinib demonstrated a robust reduction in NT-proBNP Table 2. Treatment-emergent adverse events. Overall TEAE and SAE rates were comparable between groups
processes mediated in part through PDGFRa/3, CSF1R, and c-KIT2 Week 24 in the overall population by 28.2 m vs 13.5 m in the placebo group, yielding a placebo-corrected at Week 24 vs placebo (—120 ng/L, nominal p=0.0002), with separation between groups evident as (safety population).
effect of 13.3 m (p=0.032), which did not meet the prespecified a=0.025 (Aligned-Rank Stratified early as Week 4. B. Two of three additional key secondary endpoints numerically favored seralutinib

Seralutinib is an investigational, inhaled TKI that selectively inhibits these pathways and restores BMPR2 Wilcoxon [ARSW] with Multiple Imputation [MI]; Intention-to-Treat [ITT] population). over placebo. (Panels show data for ARSW with MI; ITT population.) T Blacebo (h=190)* Seralutinib (n=200)"

- In the phase 2 TORREY study, seralutinib reduced PVR in a prevalent PAH population on standard-of-care therapy; greater benefit was

observed in Functional Class (FC) Ill and in patients with REVEAL 2.0 risk score =6;* and informed the enrichment strategy for PROSERA A. Number of patients with at least one:
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METHODS

- The phase 3 PROSERA study evaluated the effectiveness and safety/tolerability of seralutinib in patients with WHO Group 1 PAH,
FC llI-1ll, on stable background therapy (Figure 1)

Figure 1. PROSERA study schema
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*Three placebo patients received a seralutinib kit and are treated as exposed; per the SAP, they are counted in the seralutinib safety group. ITT: 193 placebo,
197 seralutinib; Safety: 190 placebo, 200 seralutinib. @Including Metabolism & Nutrition Disorders, Gl Disorders, Hepatobiliary Disorders, Investigations; °Per
IDMC, fatal TEAEs were not drug related. AE, adverse event; S, serious; TE, treatment-emergent.
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Asian 19 20 ~1.5 (-35.1, 32.0) AB6MWD +37.0 m, nominal p=0.01 ) C. Key secondary endpoints for REVEAL Lite 2 risk score =6 and 197 seralutinib; Safety: 190 placebo, 200 seralutinib.
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Table 1. Selected baseline demographics and disease characteristics. Treatment arms were well balanced. o America 25.9 (-4.5, 56.2)
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Primary Endpoint: Seralutinib increased 6MWD from baseline to Week 24 in the overall population
by 28.2 m compared with 13.5 m in the placebo group, yielding a placebo-adjusted treatment effect
of 13.3 m (p=0.032; prespecified a=0.025)
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WHO FC Il / Ill at screening, n (%) 49 (25.4) / 144 (74.6) 51 (25.9) / 146 (74.1) Mo 183 137 4(-118,22 . LS/OR/HR 97.5% ClI Nominal p-value p=0.0207), with numerical benefit across three of four key secondary endpoints
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*PAH associated with anorexigen use, methamphetamine use, or congenital heart disease with corrected simple systemic-to-pulmonary shunt. HR, hazard ratio; LS, location shift; OR, odds ratio. H-AG/VVM* and J-LV/OS** are co-first and co-senior authors, respectively, with equal contribution.

Median (95% CI) change from baseline in 6MWD, m
Median (95% CI) change from baseline in 6MWD, m

Prespecified CTD-PAH subgroup: Seralutinib showed a more pronounced improvement in
6MWD vs placebo (placebo-adjusted treatment effect: +37.0 m; nominal p=0.010)

NT-proBNP, median, ng/L 422.0 451.0
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