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INTRODUCTION RESULTS

Primary Sclerosing Cholangitis (PSC) is a chronic liver disease that is marked by

the presence of a damaged peribiliary space. In this space. a complex interplay ANIT-induced cholestasis animal model PSC patients: Serum proteomics
occurs between immune cells, reactive biliary epithelial cells and fibroblasts, CCL24 bl Kad th CM-101 Ab g T il _ d bili H | _ g il g _ . _ _
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that contribute to the inflammatory process. Specifically, the chemokine CCL24 macrophage accumulation in the peribiliary area monocyte and neutrophil chemotaxis pathways in PSC
has been implicated in driving these self-reinforcing mechanisms in fibrotic-
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CCL24 can attenuate the progression of PSC in animal models. Specifically,
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monocytes and neutrophils are major players in PSC pathophysiology, and

45 4.9 26 30 246 70 12 43, 10.1 L
studies using in in-vivo models for immmune cell trafficking have shown that the ANIT ANIT + CM-101 l AL -

. . . . CM-101 treatment reduces neutrophil and macrophage accumulation - RO AT : ¢ ibrosi
chemokine CCL24 plays a role in recruiting these immune cells. P Phag ST AR | EPrOS'*S
. “y a- : 2 0- . .
in the PeEri b”lary area | % 15- Positive regulation qf monocyte Monocyte pathway Monocyte pathway
o . n - chemotaxis
/@ :% 1.0 I
ANIT ANIT + CM-101 Sal, ool 508,
S p 3T | “ 0.0 T . 0.8 0.8
’ §F 4 ¥ % Macrophages in peribiliary area - | Control ANIT ANIT 15 o
g " : ¥ GO LT SO o T VI | & E g 0.4 % 04
: : : @ OUT get, e 2 2 2
We aim to study the role of CCL24, a chemokine that promotes immune cell 500d ¢ : ® Biliary Hyperplasia &1 s g
o P T o % % % % % = = 0.0 c 0.
trafficking and activation as well as pro-fibrotic activities at inflammatory peribiliary < 107 s o 3 < < 5"
0 N 2 =
| | ANIT ANIT+ OB 3,
areas in PSC pathophysiology. VIR % e T
o 14
* We examined the effect of CCL24 blockade using CM-101, a CCL24 O3 I:O L
" ; o : Neutrophils in peribiliary area : ks ' '
neutralizing monoclonal antibody, on the trafficking of immune cells to the ' P / = ControlANIT AR
A- % % %k
. A . . . @®©
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METHOD

correlates with liver fibrosis
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« Chronic a-naphthylisothiocyanate (ANIT)-induced cholestasis mouse model - | e and biliary hyperplasia
was employed. Mice were fed with an ANIT diet (0.05%) for 4 weeks and ANIT é\l\|>llll'l(')+1

Correlation matrix between fibrosis score,

treated twice a week with either 5 mg/kg CM-101 or a vehicle control during

weeks 2 through 4. Liver inflammation was evaluated by immunohistochemistry Liver staining for macrophage (lbal), neutrophil (Grl) and T cell (CD3) accumulation in the peribiliary
area demonstrates specific recruitment of neutrophils and monocytes, whereas T cells remain

biliary hyperplasia score, Ibal positive stain

" : : Expression of pathway-specific plasma protein signatures in healthy controls versus PSC patients with low and
area and Grl positive stain area. Correlation
high CCL24 serum levels (stratified by the mean), or versus PSC patients with moderate and severe disease

staining for various immune markers. Liver fibrosis and biliary hyperplasia were 5 ceroimesl @p CWAGL s A

unchanged. Left panels, representative images; right panels, gquantification - mean £ SEM

evaluated by hematoxylin & eosin (H&E) and Pan-CK staining, respectively. T (cutoff of 9.8 ELF score). Boxes represent interquartile ranges with medians. HC, healthy controls.

* For human serum proteomics, sera from healthy controls (n = 30) and patients
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proteins using the Olink proximity extension assay. Demographics and
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« CCL24 induced recruitment of monocytes and neutrophils, which is associated with disease severity data contribution to the research.

In patients with PSC.

proteins related to pathways associated with immune cell migration was

compared between: (1) healthy controls and patients with PSC, (2) high and « CM-101 reduced fibrosis and biliary hyperplasia in a PSC animal model.

low serum levels of CCL24 (stratified by the mean) within patients with PSC,

2mel () (gl Eme! (e (= 5 Seo7e (SRSt oy & Seeie ifiels)) Wil [PEEnS il « CCL24 is a promising therapeutic target for PSC treatment. CM-101 is currently being tested in a

PSC. Phase 2 study in PSC patients.
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