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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).

) e A @ Capillary ® Monocyte
7 days @ Ciliated Myeloid undefined

7

|

snRNA-seq

PPPPPOY

88888888

Q0000000

@.'I.'.'_'L'l'l."|_f.J'J-"|."'."'.";”.

G0:0043062 extracellular structure organization 2E-23

G0:0045229 external encapsulating structure organization 2E-23 _ | | ! :
Bexo Vehicle Bexo Vehicle Bexo Vehicle

G0:0030199 collagen fibril organization 5.5E-11
(A) Violin plots for expression of an example collagen (COL1A1), ECM glyocprotein (SPARC),

SMAD2/3 G0O:0085029 extracellular matrix assembly 3.5E-08 and ECM regulator (SULF1) gene across all fibroblast subtypes combined.
Latent Bexo = bexotegrast B

TGF-B .
Bexotegrast | Vehicle AT1 Cells:
(A) Dot plot of ITGB6 expression across

PROFIBROTIC FIBROBLASTS |smAD3 | smap7
== COL3A1 all annotated cell types. (B) Violin plots

S ‘ ol SN S | Elgure 7 Bexotegrast S|_gn|f_|cantly_ redyce_d . For = Subsot of enas related to TGF. B
a CON2 I SO fiorogenic gene expression in profibrotic fibroblasts % signaling significantly reduced by
. " . ars ENPP2 k. S ‘ ‘ , | bexotegrast in AT1 cells broken down by
Viyofibroblast ’ A. Top Downregulated BP GO Terms in Profibrotic Fibroblasts B. treatment group.
. | D Description Adi. p value - "~ Bexo  \Vehicle ~  Bexo Vehicle ~ Bexo  Vehicle Bexo = bexotegrast

Inflammatory Profibrotic Proliferating Myofibroblasts

Figure 2. ILD explants have fibrosis and increased a,,3; expression Fibroblasts Fibroblasts Fibroblasts GO0:0030198  extracellular matrix organization ~ 1.1E-13

SPARC

actvationof — — FIBROSIS
—> target genes COL1A1 . G = e G

GO-0043062 extracellular structure 1 1E-13

RA-ILD ° ol SO 1 Bkt i X A |FN1 organization s CONCLUSIONS
_n | M Qrma,j NG d? 4.. _, ‘ GO-0045229 external encapsulating structure 1 1E-13 | COLIA
T e | organization | * sSnRNA-seq of PCLS can be used to evaluate the effects of novel
o5 B = e oY VL 5 ’ G0:0030199  collagen fibril organization 8.94E-07 therapeutics on specific cell populations within fibrosing ILD explants
e - ‘1;;., ? ﬁ {\f Wy - : *‘ 1 ati EWnt si i _PDSTN : : . : : : : :
i ik JOV S NG .. 7~ B u | GO:0030111 -9 @ on O T SIGNETNS 0.000113 - Integrin o, B expression is increased in lungs of patients with multiple

Inflammatory Profibrotic Proliferating Myofibfobl asts pathway COL5A2

Fibroblasts Fibroblasts Fibroblasts _VCAN fibrOtiC ILD SUbtypeS

(A) Table of top 5 GO biological t . anificantly d ated b (A) Table of top 5 GO biological process terms for genes significantly .
able of top iological process terms for genes significantly downregulated by downregulated by bexotegrast in profibrotic fibroblasts (CTHRC1HCOL1A1H). _ ‘nhihi -

and fibronectin (FNT) across 4 different fibroblast subpopulations broken down by treatment group. downregulated by bexotegrast in profibrotic fibroblasts. coL1at related to TGF-f3 signaling and fibrogenesis in AT1 cells and multiple

fibroblast subpopulations
* Fibrogenic and matrisome component genes were significantly reduced across multiple fibroblast subtypes
J P J J y P yP .  These data are consistent with our observations in IPF explants,

. H o Qe g _— ) .
e ER e I S In CTHRC1"/COL1AT™ profibrotic fibroblasts, bexotegrast significantly reduce ECM-related gene expression confirming the role of integrins oy, and a,B, as drivers of non-IPF ILD
integrin B6 (brown) in fibrotic ILD explants. \\ e = - Bexotegrast significantly reduced genes related to TGF-f3 signaling in AT1 cells (high expressors of /TGB6) pathology

Integrin B

References: 1. Rajan et al. Eur Respir J (2023). 2. Decaris et al. Respir Res (2021). 3. An et al., ATS (2024) Contact information: jschaub@pliantrx.com Miscellaneous: Copyright © 2025 Pliant Therapeutics, Inc. | All Rights Reserved Disclosures: JS, MA, RA, JY, SH, VR, CH, ST, HF, and MD are/were employees and shareholders of Pliant Therapeutics




	CHARACTERIZING THE ANTIFIBROTIC ACTIVITY OF BEXOTEGRAST ON PATHOLOGIC CELL POPULATIONS IN MULTIPLE ILD SUBTYPES

