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Introduction

CM-101 Treatment in PSC Mouse Model CCL24 i.p. Injection “SPRING” PSC Clinical Trial

Primary Sclerosing Cholangitis (PSC) is characterized by the damaged * CCL24 blockade using CM-101 inhibited accumulation of * CCL24 i.p. injection induced recruitment of monocytes and CM-101 Phase 2 Trial in Primary Sclerosing Cholangitis
peribiliary space, in which immune Ce”s’ reactive bile ep|the||a| cells perlblllary macr.ophages and neUtrOph!IS. | nEUtrOPhlls, .|n a manner distinctive to CCL24 (COmpa.red with Randomized, Double-Blind, Placebo-Controlled
and fibroblasts from different sources interact, leading to elevation * These changes in immune cell populations highly correlate CCL11 'r;]JECt'O”)' and “p.r(?gU'aI}ed CCL24 expression in ST N R
of cytokines, chemokines and a variety of other secreted factors that with disease severity, marked by collagen disposition, . M L101 anfgeetieaar]c?ni?\r’:drrgl\fecni o recruitment of monocyt
contribute to the inflammatory process. The chemokine CCL24 has biliary mass and serum ALP levels. g neuteo e P ca recruitment ot monocytes ENCIO1 5 mg/ia: 1) W (NS5
been shown to help drive these self-reinforcing processes in fibrotic- A el s —— N phils. CM-101 20 me/kg; 1V, Q3W (N=25) CM-101 20 me/kg; 1V.Q3W
inflammatory diseases, and its blockade was shown to ameliorate Vehicle CM-101 njection Collect %5 —_—
PSC progression in animal models. _ §° /= (chemokine) b oo 2 " T
v o X1 o sc. 4 hrs N ,-_g"c Sitiecl i 33-Week Open Label Ph R
N < o ‘/\ scRNA-seq / monoc L Screening 12-Week Treatment Period O -Week Open Labe aseo
S = 15+ 0:.: 080 Injection «% ' FACS ylese—@F =~ - .;f' :
2 2 50 —'ﬁﬁ;— 8 o (CM-101) ‘;g_%‘f ""“mphag@{ Territories: US, UK, Germany, Spain, Israel
: c . o & ngCEnrzllmtentfclrrll'lcerla:d . e
| | ut) o . C i.p. PBS i.p. CCL11 .p. CCL24 :ALP Eal IETJEI\\INI darge duct adisease or > weeks duration
* We aim to study the role of CCL24, a chemokine that promotes a2 - a2 can e cax ctable IBD allowed
immune cell trafficking and activation as well as pro-fibrotic g e, 0 - - o T . B > - e . Stable UDCA treatment allowed
activities at inflammatory sites in PSC pathophysiology. © - & 52 5 Outcome Measures:
.« po . . . — @ ¢ > = . )
* Specifically, we examined the role of CCL24 and its blockade using ~ i e O o Primary - Safety . .
.. : o > < . o A Secondary - Change from baseline to Week15 in:
CM-101, a CCL24 neutralizing antibody, on the trafficking of = Biol 2 D L - Serum alkaline phosphatase
immune cells to tissues with a high presence of CCL24. o 5- ,&.‘é' - ELF score
0 ) . - Fibrotic biomarkers/liver enzymes-AST, ALT, Pro-C3, Pro-
CM-101 Vehicle  OM107 § . ‘- : C5&Fibroscan
The Antibody . e ‘ - Pharmacokinetics
/ NIR o 5 IS o 04 ) s ' - Anti-Drug Antibody
\\\. S CCL24 ! ¥ gia g O Ul oNs Soa T . = - Pharmacodynamic parameters
’ The Target /( X B BRteN o5 AN 8 T 5] @ PBS - o, Macrophages ClinicalTrials.gov Identifier: NCT04595825
& CCR3 5 7 o AP o & b el TS % —3 B 50- I CCL24 X
& The e ae A b R WY S 2T 2 531 moe{ A
LR g e, AL e S, el RS el PR —g=lg—o— ° a) — 8 3 4
Receptor (P e PUS T h SRR SN e AR 0.0 / mdr2-/- + mdr2-/- + 2 ) . % 3 i
W WA S 3 Conclusions
B 230 -log(pValue) O—_I\/I=olnolcytes Neutr:)phils =7 4 QO’ é}' . . .
x 200 ALP 0.38 040 . g:i scRNA-seq revealed increased recruitment of monocytes and neutrophils to the peritoneum * MOnOCVteS and neUtrOphlls dare major players In
150 1.8. after CCL24 injection. (A) Experiment scheme (B) UMAP representation with clusters PSC atho h SiOIO
100 32 identification. (C-D) Expression profiles of CXCR2, marker for Neutrophiles (C) and Ly6C1, marker P pny gy
6 . 20 for monocytes (D) foIIowir\g PBS, CCL11 or CCL24 i.p injecfcions. (E.) ngntification of nur'n.ber-of e TwO in-Vvivo models for immune CE” trafficking
p monocytes and neutrophils. (F) Left panel, CCL24 expression profile. Right panel, quantification
o 127 o % Sirius Red 0,60 of CCL24 expression in macrophages and dendritic cells (DC). demonstrate clear CCL24-dependent
8- wkes " . .
T A - B recruitment of these immune cells. These
. , o 10- * é’ 20 . = Monocytes Neutrophils . ]
Immune cell recruitment Fibroblast activation / S 59 | T s 157, 006 inflammatory effects are unique to CCL24
ATTENUATED ATTENUATED A ’ B =5 ; —
R .o . . $E © 25 10 £, compared with CCL11.
aee oo} 22 4 32 o g : : ..
0 '5__ . L SE ° SE * CM-101, a first-in-class CCL24 neutralizing mAb,
l . . = [o LI N I b= i gé . o« .
 Methos ER A A demonstrated an anti-inflammatory effect by
5 ‘ .:“' . .0 PanCE CNe ke ‘ O\’ v & | . . . . .
A P . 2 C’:@»‘xc’ N & > o interfering with migration of these cells to the
. . . - S * e J o o i .
. !m;lr)une cslllorecrwtdn}eﬂt to CC.L24-enr|.ched alrgas Was exgmlnfd 1% e ; : | can CCL2d + CM-10 Z&& ;&& damaged biliary area in a PSC model.
in diseased liver and following intraperitoneal (i.p.) injection o ol T » N e e . CCL24 is a promising therapeutic target for PSC
CCL24. o .. A . of L e 1 L S treatment. CM-101 is currently being tested in a
* We treated Mdr2-/- mice, a PSC model, with the neutralizing B R = el %k bhase 2 studv in PSC patient
antibody CM-101. Immune cell composition was analyzed in 100150 2504 & 12 1502468 1 2 5 7 0 010203 ase 2z study in patients.
blood and liver by FACS and immunohistochemistry. Mdr2-/- mice treated with CM-101 exhibit reduced liver damage, fibrosis and inflammation. (A) EJ”*”?"Dmmmsm 515"”“"’"mmmmsm m
. . . . . .- - liver staining for fibrosis (Sirius Red), cholangiocyte (PanCK), macrophage (lbal) and neutrophil e piatibee
* PE”tOTeaI Immhune Celll pOpUtl)athnS Of IntraperItOnea”y-l nJeCted (CXCR2) accumulation. Left panels, representative images; right panels, quantification = SEM. (B) CM-101 inhibits CCL24-dependent infiltration of immune cells to the peritoneum. (A) FACS
animals were then analvzed single-cell RNA seauencin Correlation matrix between serum ALP levels, Sirius Red positive stain area, Ibal positive stain analysis of monocytes and neutrophils. Upper panels, average quantification = SEM. Lower
y Y 5 9 5 area, PanCK positive stain area and CXCR2 positive stain area. Right side of the matrix presents panels, representative dot plots for CCL24 and CCL24+CM-101 treatments. (B) CCR3 expression RG’. IV, MSS, AK, OL and AM are employees of Chemomab
(SCRNA-SGCI) and by FACS. Pearson’s correlation (r) for each pair. p Value is visualized by circle’s size. (MFI) of neutrophils and monocytes is downregulated after CM-101 treatment. AP is a consultant to Chemomab

CONTACT INFORMATION: ilan.v@chemomab.com



