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Introduction

CCL24, a chemokine that regulates inflammatory and fibrotic activities, was found to be highly expressed in
livers of patients with liver fibrosis including those with primary sclerosing cholangitis (PSC)! and metabolic

dysfunction-associated steatohepatitis (MASH)?. Treatment with CM-101, a first-in-class humanized antibody

targeting CCL24, has impacted consequential biomarkers of liver fibrosis in patients with MASH
(NCT05824156) and in multiple PSC preclinical models?:3.
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Hepatic cell line CCL24-
dependent secreted protein
Signature

LX2 cells were incubated with
either PBS, CCL24, or CCL24
with CM-101. Relative
expression of secreted protein
was determined by L507
protein array (RayBio). The
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CCL24-dependent protein
signature was defined as
protein that had a twofold
change upon CCL24 treatment
and return to baseline
expression upon addition of

conditioned
media
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This study aimed to better characterize CM-101's anti-fibrotic activity in patients using an ex-vivo hepatic > o O
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Methods o
CM-101 suppresses CCL24-dependent activation of HSC. HSC (LX2

cell line) were activated using 50 ng/ml recombinant CCL24, with or
without 10 pg/ml antibody (CM-101 or I.C.). I.C. isotype control.
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*** Activation of HSC [human LX2 cell line]: Cells were activated by 24-hour incubation with either recombinant

proteins or sera from MASH patients (NCT05824156) before or after 16 weeks of exposure to either placebo

PSC Differentiation of PSC severity by CCL24-dependent signature
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media. Quantification of the fibrotic marker aSMA (smooth muscle actin) was assessed by flow-cytometry.
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HSC (LX2 cell line) were activated using 1% of serum from MASH patients, before first treatment
(predose), or after 16 weeks of treatment (week 16). (A) a-SMA expression measured by FACS. (B) Fold
change of a-SMA expression between predose and week 16.
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Demographics and baseline characteristics of SPLASH study in MASH patients.
Data presented as n (%) or mean (SD) unless otherwise stated. NAFLD = Nonalcoholic fatty
liver disease; FAST = FibroScan-AST, ELF = Enhanced Liver Fibrosis.
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