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Anti-VEGF therapy for osteoarthritis and the related pain
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Previous study indicate that vascular endothelial growth factor A (VEGF) is
associated with osteoarthritis (0A). In this study, we find that VEGF acts as a survival factor in
growth plate chondrocytes during development but only up until a few weeks after birth in mice. It
1s also required for postnatal differentiation of articular chondrocytes and the timely ossification

of bones in joint regions. In surgically induced knee OA in mice, a model of post-traumatic OA in
humans, increased expression of VEGF is associated with catabolic processes in chondrocytes and
synovial cells. Conditional knock-down of Vegf attenuates induced OA. Intra-articular anti-VEGF
antibodies suppress OA progression, reduce levels of phosphorylated VEGFR2 in articular chondrocytes
and synovial cells and reduce levels of Bhosphorylated VEGFR1 in dorsal root ganglia. Finally, oral
administration of the VEGFR2 kinase inhibitor Vandetanib attenuates OA progression.
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