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=2HE 8 Wnt pathway

Healthy

Bone marrow ~

Synovial
membrane

Articular
cartilage

Osteoarthritis

Mesenchymal stem cells

* Bone remodeling

* Bone sclerosis

* Osteophyte formation

» Cartilage degradation

« Chondrocyte
hypertrophy

Synovitis

Xt&: Samumed, American College of Rheumatology (ACR) | November 08 - 13,2019
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27|71 (MOA, Mechanism of Action)

} Lorecivivint2 CLK/DYRK1AZS Xdlo}0] R &AL oS 2HetO 2 M Wnt pathwayS =X

Osteoarthritis

Increased Whnt signaling/Mechanical stress/Metabolic/Trauma

rd \

Structural Effects Symptomatic Effects
§ TcF7 ¥ NFas
# Whnt gene expression I_ ’ Inﬂammatory gene
Alt. splicing T Alt. splicing expression
Altered
protein
levels
R
Chondrocyte
differentiation/function _ ‘

Cytokines (Pain)

STAT3: Signal transducer and activator of transcription 3, SIRT1: Sirtuin 1, TCF7: Transcription factor 7,
MNF-kB: Muclear factor kappa-light-chain-enhancer of activated B cells, FOXO1: Forkhead box O1

Xt&: Samumed, American College of Rheumatology (ACR) | November 08 - 13,2019
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ﬁ In vitro assays and animal models of OA h
hMSC assays Protease assays Cytokine assays Animal models
Chondrocyte Regeneration Cartilage Protection Anti-inflammation Sustained Local PK
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Improved Joint Health
(Animal models)

Xt&: Samumed, American College of Rheumatology (ACR) | November 08 - 13,2019
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Pain NRS (FAS)
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Subjects with WOMAC Pain Response (%)
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‘Subjects with Patient Global Response (%)
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WOMAC Pain (FAS)
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Patient Global Assessment (FAS)
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(CAGR 11.8%)
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