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INTRODUCTION

Chondrocytes in osteoarthritic (OA) cartilage acquire a hypertrophic-like phenotype, where Hedgehog (Hh) signalling is pivotal. Hh overexpression causes OA-like cartilage lesions,
whereas its downregulation prevents articular destruction in mouse models. Mutations in EVC and EVC2 genes disrupt Hh signalling, and are responsible for the Ellis-van Creveld
skeletal dysplasia. Ellis-van Creveld syndrome protein (Evc) deletion would hamper Hh target gene expression and prevent OA progression avoiding chondrocyte hypertrophy.

Our aim was to study Evc as a new therapeutic target in OA, and whether Evc deletion restrains chondrocyte hypertrophy and prevents joint damage in an Evc tamoxifen induced
knockout (Evcek©) model of OA.

METHODS
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DMM-EvceKO n27). DMM-WT n27; DMM-Evce<© n27).

Figure 1. Gene expression of Hedgehog (Hh)
mediators in the OA Evc®k® model and
cartilage structure. Gene expression of PTCH1
(A), GLI1 (B), EVC (C) and IHH (D) in the knees
of NO-WT, DMM-WT and DMM-EvceKO mice.
Individual measurements, mean = S.E.M. (NO-
WT n=7; DMM-WT n27; DMM-EvceKO n>7).

Evc deletion in DMM-EvcekOmice does not prevent OA-associated cartilage damage

Table 1. Histopathological cartilage score in the knee joints. OARSI score
in NO-WT, DMM-WT and DMM-Evc®®® mouse knee joints. Mean = S.E.M.
(NO-WT n=10; DMM-WT n=11; DMM-EvcekO n=11). *p<0.05 vs NO-WT Group NO-WT DMM-WT DMM-Evcek©

OARSI Score (SEM)  1.15(0.198)  2.818 (0.615)*  2.727 (0.718)

Table 1 Histopathological score in the knee joints

Human OA cartilage co-express hypertrophic and inflammatory phenotypes

IHH COX-2 DAPI Merge
Figure 4. Co-localization of hypertrophic and inflammatory

markers in human OA cartilage. Immunofluorescence of IHH (A)
and COX-2 (B), chondrocyte nuclei staining with DAPI (C) and merge
(D) in human OA cartilage samples.
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Human OA chondrocytes inflammatory response is not modified by Hh inhibition
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