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CAN10 — a humanized monoclonal fRHEUMATOLOGY
antibody blocking IL1RAP signaling
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ILIRAP blockade by CAN10 for diseases involving multiple IL1RAP-dependent pathways



IL1RAP Is involved in both
Inflammation and fibrosis
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CAN10 blocks human dermal AiEomAToLoGY
fibroblast activation by IL-1 and IL-36

IL-1, IL-36 CAN10
CXCL1
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IL1RAP Is expressed in SSc skin
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2 publicly available human SSc cohorts show differential expression of ILLIRAP and

associated genes in SSc skin

SSc

Healthy
E———|

upregulated
ILIRAP

ILIRN

IL1R1

IL1R2

IL36RN

downregulated
IL36G

IL33

Mahoney et al. 2015 GSE59787
Skaug et al. Ann Rheum Dis 2020. GSE130955

o

Fold changes

-—
2

IL1RAP

a

p.adj = 1.40E-08

Group

ﬁ NH
SSc

SSc
Group



Bleomycin induces IL1RAP and
related genes in mouse skin

PBS vs. Bleomycin - 14 days
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Fold change
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IL1RAP-blockade inhibits bleomycin-  #Rueumarorocy
Induced skin fibrosis
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Therapeutic treatment with mMCAN1Q  sRuarumatorocy
In two additional experimental SSc

models

Mouse model: BLM Topo cGvHD
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Therapeutic treatment with mMCAN1Q  sRuarumatorocy
reduces Topo | and cGVvHD skin fibrosis
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...and lung fibrosis
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n the same models sRezomaroLocy

Isotype Ab
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MCAN10 resets gene expression In

cGVvHD skin
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Positive regulation of humoral
immune response
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Generation of a molecular fingerprint  #Rueumarorocy
of CAN10O treatment

Differentially expressed genes in human systemic sclerosis
skin were compared to differentially expressed genes in

the scGvHD model
Genes differentially Genes differentially
expressed between expressed between l
healthy and SSc healthy and SSc
subjects (human) mice

449 genes were commonly deregulated in the mouse
Skaug et al 2020 model and the human disease, CAN10 treatment
S affected 40% of these genes

Genes differentially ) ) ) . . .
e i drctiess Machine learning identified a molecular fingerprint of

SSc and mCAN10 CAN10 treatment that is being further investigated in
treated mice translational studies
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IL1RAP Is a novel and promising RHEUMATOLOGY
target in treatment of SSc

* IL1RAP is required for signaling through the IL-1, IL-33 and IL-36 receptors

* IL1RAP and the IL-1/-33/-36 signaling systems have multiple roles in inflammation and
fibrosis

* IL1RAP and related genes are upregulated in skin of SSc patients

» Therapeutic blockade of ILLRAP in 3 models of SSc show strong anti-fibrotic effects in both
skin and lung

* IL1RAP blockade resets skin gene expression in a severe model of SSc, including several
genes that are also deregulated in the human disease

* A gene signature of CAN10 treatment response is under evaluation in human SSc samples

 CAN10 will enter phase 1 clinical trials next year
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