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BAC KG RO U N D R ES U LTS (continued)

Abnormal signaling of PDGFRa/B, CSF1R, and c-KIT Seralutinib treatment affects circulating proteins COL1A1 IL10 CSF1R
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Seralutinib i ' botent. inhaled tvrosine ki hibit Proliferation Inflammation - Circulating proteins relevant to PAH disease biology were altered by seralutinib treatment | _ gnhaiing
eralutinib is a novel, potent, inhaled tyrosine kinase inhibitor relative to placebo, in a direction consistent with disease improvement (Table 2), including:

that selectively targets these pathways and has the potential _ _ o _ _ .
to treat pulmonary vascular remodeling in PAH Decreased endoglin, a key regulator of endothelial activation, proliferation, and active
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The phase 2 TORREY study of seralutinib in adults with pulmonary va.sc.3ular remodeling
WHO Group | pulmonary hypertension (NCT04456998) _I_ Increased antl-lnflammatory factors (IL10, C1QTNF9)

met its primary endpoint of reduction in pulmonary vascular [ CSF1R oKIT Decreased seralutinib target (CSF1R)
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resistance (PVR) at 24 weeks Decreased fibrotic markers (COL1A1)

In an exploratory analysis, circulating proteins were measured BMPR2  PDGFRA/B .e .. . . L . . .
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to characterize the impact of seralutinib on biomarkers and

their correlation with hemodynamic response

Assembly of collagen fibrils and other _

Placebo M Seralutinib multimeric structures

‘ - Functional enrichment analysis of seralutinib-associated protein changes supports inhibition
]r/\_/ of fibrotic, inflammatory, and proliferative pathways (Figure 3)

Blunt arrows indicate inhibition.

BMPR2, bone morphogenetic protein receptor type 2; c-KIT, mast/stem cell growth factor PASMC . : : .. L : : :
receptor kit; CSF1R, colony stimulating factor 1 receptor; M®, macrophage; PAEC, pulmonary Figure 2. Least squares mean estimates (LSME) of expression changes from baseline in selected proteins in patients with PAH treated with

artery endothelial cell; PAH, pulmonary arterial hypertension; PASMC, pulmonary artery — | | Table 2. Top 20 PAH disease-associated proteins changing from baseline to Week 24 in placebo or seralutinib. Cl, confidence interval; LSMD, least squares mean difference; SE, standard error.
smooth muscle cell; PDGFR, platelet-derived growth factor receptor. Figure 1. Seralutinib mechanism of action.’ seralutinib- vs placebo-treated patients. Proteins are sorted by strength of PAH disease

association from OpenTargets.” Least squares mean difference (LSMD) units are normalized Detoxification of reactive
protein expression (NPX). Seralutinib decreases vascular remodeling biomarkers that correlate with pulmonary hemodynamics and OHYOEN ShEEES
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Vascular endothelial growth factor receptor 1 (FLT1) Angiopoietin-2 (ANGPT2)
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. N . ) . .. LSMD (SE value 1LsSMD (sE vElE - FLT1 is a marker of endothelial activation expressed in pulmonary - ANGPT2 is an angiogenic factor upregulated in PAH circulation
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inhaled seralutinib 90 mg or placebo twice daily for 24 weeks i _ _
ENG Endoglin SIS OROiEr ] —GRORIOEEY | (0oR Circulating FLT1 is downregulated in patients treated with seralutinib . Circulating ANGPT2 is downregulated in patients treated with

Plasma samples for exploratory biomarker analysis were collected at baseline, Week 12, and Week 24. ) . . : _ . . ,
. . . ) T vs placebo and correlates with PVR in TORREY (Figure 4A) seralutinib vs placebo, and correlates with PVR, PAC, NT-proBNP, Gamma carboxylation, hypusine
Proteomics data were generated using the Olink® Explore 3072 assay ppEsa  SBMP-specific 3,57cyclic ~0.41(02) 0044 -0.46(0.21)  0.029 and RVFWS in TORREY (Figure 4B) formation and arylsulfatase activation

Robust regression with method of moment estimation® was applied to identify protein changes from baseline at phosphodiesterase
Weeks 12 and 24 in patients treated with seralutinib vs placebo. As results were hypothesis-generating, a nominal Macrophage colony-stimulating factor 1 Regulation of actin-based motility by Rho -
significance criterion of p < 0.05 was applied. Functional enrichment analysis of seralutinib-associated proteins CSFIR cceptor -0.08 (0.07)  0.303  -0.18(0.08)  0.035 FLT1 ANGPT2
was performed using Ingenuity Pathway Analysis (IPA) with the Olink Explore proteins as a background set® LSMD(SE): —0.19(0.08) .17 (0.07) LOMD (SE): -0.06 (0.09 ~0.17 (0.08) Interconversion of nucleotide _
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PAH classification, n (%) plaermat growth factor receptor ( ) ( ) Figure 4. Vascular remodeling proteins downregulated by seralutinib and correlated with PVR. Least squares mean estimates (LSME) of expression Figure 3. Top enriched directional canonical Ingenuity Pathway Analysis (IPA) pathways in

medications, and baseline Idiopathic 20 (51.3 16 (51.6 Combplement C1a and TNF-related changes from baseline in seralutinib- or placebo-treated patients. Heatmaps show Pearson correlations coefficients between baseline protein expression differentially expressed circulating proteins between seralutinib- and placebo-treated patients.
disease activity were similar P (51.3) (51.6) C1QTNF9 a7 eﬁ)n 9A . 0.16 (0.08)  0.043  0.19(0.07)  0.013 values with N-terminal pro-brain natriuretic (NT-proBNP), pulmonary arterial compliance (PAC), pulmonary vascular resistance (PVR), and right ventricular Disease-specific pathways are excluded.

between groups Heritable 5(12.8) 9 (29) free wall strain (RVFWS) values at baseline. Color corresponds to magnitude of correlation (red = positive, blue = negative); asterisks indicate correlations
Imbalance between groups CTD 10 (25.6) 1(3.2) COL1A1 Collagen alpha-1(l) chain -0.28 (0.1) 0.009 -0.47 (0.12) <0.001 with p < 0.05. ClI, confidence interval; LSMD, least squares mean difference; SE, standard error.
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presence of PAH associated Other 4 (10.3) 5(16.1) NTF3 Neurotrophin-3 —0.09 (0.14) 0.508 -0.27 (0.13)  0.033

with CTD
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P T-DroBNP, N-torminal pro-brain matriureti 6MWD, m 415.5 (104.35) 4173 (77.8) ANGPT2  Angiopoietin-2 ~0.06 (0.08) 0.466 -0.17 (0.08) 0.036 9 Enomoto N,et al. Sci Rep 2021 11(1):15502.

peptide; PAH, pulmonary artrial hypertension: evaluate the efficacy and safety of seralutinib for the treatment of WHO Group 1 PH is enrolling

P e ot Oramiaaton,  NT-ProBNP, ng/L 584.3 (1070.85) 646 (763.39) IL10 Interleukin 10 0.35(0.15)  0.023  0.36(0.15)  0.018 (NCTO593 4526)

LSMD, least squares mean difference; SE, standard error.
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