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TGF-( signaling is a key driver of fibrotic disease, including pulmonary fibrosis.
Integrins a3 (epithelial cells) and a8, (fibroblasts) promote pulmonary fibrosis
through the activation of latent TGF-3, which leads to myofibroblast activation and
new collagen synthesis (Figure 1).
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(A) Table of top 5 GO biological process terms for genes significantly downregulated by (G0O:030198) genes downregulated by bexotegrast. (C) Dot plot of a subset of extracellular

bexotegrast in the stromal cell population. (B) Violin plots for collagen, type 1, alpha 1 (COL1A1) matrix-related genes significantly downregulated by bexotegrast in profibrotic fibroblasts.
and fibronectin (FN1) across 4 different fibroblast subpopulations broken down by treatment group.

- Bexotegrast, a dual ayf¢/a, B, inhibitor, reduced expression of genes

related to TGF-f8 signaling and fibrogenesis in AT1 cells and multiple
- Fibrogenic genes (e.g. COL71A1 and FN1) were significantly reduced across multiple fibroblast subtypes fibroblast subpopulations

N e B & NG In CTHRC1H/COL 1A 1H profibrotic fibroblasts, bexotegrast significantly reduce genes related to extracellular matrix
Staining for (A) collagen via picrosirus red (PSR) and (B) t):»ll ITGB6 is expressed most highly in AT1, AT2, and basal cells

integrin B6 (brown) in fibrotic ILD explants.
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 These data are consistent with our observations in IPF explants and

support further investigation of the antifibrotic activity of bexotegrast
In AT1 cells, bexotegrast significantly reduced genes related to TGF-[3 signaling in PPF
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