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BACKGROUND RESULTS
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Figure 4. Combination of seralutinib and nintedanib potentiates inhibitory effects on pro-fibrotic protein secretion in IPF-PCLS
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Effect of seralutinib on release of pro-fibrotic markers from IPF human (h) PCLS cultures Synergistic effects of seralutinib and nintedanib in IPF models

confirmed by Loewe synergy scoring

- PCLS from three IPF donors were cultured and treated for 4 days with vehicle, seralutinib, or nintedanib®

or a combination of both (Figure 2) Loewe Synergy Score
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Figure 2. IPF-hPCLS and HLF experimental setup
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———————————  ASMA gene expression _ 9 _ ' o ' i ' i i A Immunofluorescent imaging and B quantification of aSMA levels. Seralutinib reduced amount of TGF-B—induced aSMA expressed at clinically relevant doses in IPF-HLF cells.
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donor) per condition and time point, and are presented as mean + SEM. The Loewe synergy scoring analysis is shown on the right. versus TGF-B1—treated cells.
Effect of seralutinib on fibroblast-to-myofibroblast transition in IPF-HLFs
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Table 1. hPCLS donor demographics

» The collective preclinical and translational evidence supports further evaluation of seralutinib—nintedanib combination therapy in fibrotic lung diseases, including

IPF and PH-ILD
These donor tissues reflect severe, clinically advanced IPF, supporting the relevance of the PCLS model for testing anti-fibrotic and anti-inflammatory activity in human _ N _ _
fibrotic lung tissue. FVC, forced vital capacity; (h)PCLS, (human) precision-cut lung slice; IPF, idiopathic pulmonary fibrosis; PH, pulmonary hypertension. ° Interpretatlon IS limited by the short duration of the experlments and the small number of donor Samples evaluated
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