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Results

Background

* Knee osteoarthritis (OA) Is characterized by destruction of articular cartilage, SMO04690 regenerated cartilage in the ACLT+pMMx model of rat OA
subchondral bone alterations, and synovitis.*

« At a cellular level, Wnt signaling affects OA pathogenesis by modulating inflammation, A
cartilage breakdown, and bone/cartilage formation. Increased Wnt signaling induces NN
stem cell differentiation into osteoblasts and inhibition shifts lineage fate towards B »f': S
chondrogenesis.? B &g;;
« Samumed is developing a small molecule, intra-articular (IA) Wnt pathway inhibitor, gg;.,}" m
SM04690, as a potential disease modifying OA drug (DMOAD). g‘%"};“""" ;_: .
* Preclinical evidence of SM04690 effects on chondrogenesis, cartilage protection, é’f?fﬂ?
inflammation, and joint health are reported. &

 Chondrogenesis and osteogenesis were evaluated in human mesenchymal stem cells
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Figure 4. ACLT+pMMx induced OA in rats treated with |IA vehicle or SM04690 (0.3 pg) at one week. (a)
Representative images of rat knee stained with Safranin O-Fast Green. (b) Cartilage thickness from Safranin
O stained sections. (c) OARSI Joint scores (d) Gene expression of chondrocyte markers in rat cartilage. (e)
Total sSGAG levels relative to tissue weight. (f) Representative images of rat knee stained for Doublecortin
(Dcx)-expressing chondrocytes in the superficial zone of the articular cartilage. (g) Quantification of Dcx-
positive chondrocytes in (f). (=12, Mean + SEM, *p<0.05, **p<0.01, ***p<0.001)
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SM04690 attenuated acute inflammation and reduced pain
In the MIA model for rat knee OA
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Figure 1. hMSCs treated with DMSO or SM04690 (30 nM). (a) Staining markers for mature chondrocytes. (b) o~ Vehide SM02690 (0.5 ho)
Osteogenic gene expression. (c) Quantification of sulphated GAG in chondrocytes. (d) Cytokine-induced c
catabolic matrix breakdown measured as levels of secreted GAG. (n=3, Mean + SEM, *p<0.05, **p<0.01, IL1-p TNF-a IL-6
**k*k 3 37 4
p<0.001)
SM04690 showed sustained local and low systemic exposure in rats g
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o Figure 2. Pharmacokinetics in rat cartilage, bone, -
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003’0609*0 """"""" 120 """""" 150 """""" 1;0 """""" 210 Figure 5. IA MIA injection-induced OA in rats treated with 1A vehicle_or_ SMO4690_((_).3 pg)_ at Day 3 (a)
Days Representative images of H&E stained knee sections on Day 11. (b) Pain in the MIA-injected limb measured
: : as Von Frey paw withdrawal threshold. (c) Gene expression of inflammatory markers in the rat knee on Day
SM04690 protected cartilage in the ACLT+pMMx model of rat OA 11. (n=10 rats, Mean + SEM, *p<0.05, *p<0.01, **p<0.001)
a .. Protease Genes (Week 5) b . COMP C oo PIIANP Conclusions
a = = y « SM04690, a Wnt pathway inhibitor, induced chondrogenesis, protected chondrocytes
= = ©1000- from catabolic breakdown, increased cartilage thickness, and improved joint health in a
w o ? Q rat injury model of knee OA.
e o | = 5007 * In the MIA model, SM04690 showed potent anti-inflammatory effects that improved pain
O o
o responses and structure.
0 0- « SMO04690 has potential as a DMOAD. Human clinical trials are ongoing.
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Figure 3. ACLT+pMMXx induced OA in rats treated with IA vehicle or SM04690 (0.3 pg) at one week. (a)
Protease gene expression in rat cartilage at Week 5 (b, c) Circulating COMP and PIIANP measured by ELISA.
(n=12 rats, Mean + SEM, *p<0.05, *p<0.01, **p<0.001)

1. Hamerman D. N Engl J Med. 1989;320(20):1322-30.
2. Sokolove J and Lepus CM. Ther Adv Musculoskelet Dis. 2013;5(2):77-94.

9381 Judicial Drive e San Diego, CA 92121 e Email: info@samumed.com





