2018 2020

For treatment of knee osteoarthritis with HAS2 transgene
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We evaluated the effect of methylumbelliferone (4-MU), that we previously
showed its anti-inflammatory features in activated osteoarthritic (OA) chondrocytes in vitro, using
in vivo model to confirm whether 4-MU was effective at limiting the effects of OA on articular
cartilage in vivo. The progression of OA was evaluated after destabilization of the medial meniscus
(DMM) surgery on C57BL/6 mice in the presence or absence of 4- MU- containing chow. Mice fed 4-MU
after DMM surgery exhibited significant suppression of OA starting from an early stage in vivo. Mice

fed 4-MU exhibited lower OARSI scores after DMM; reduced osteophyte formation and reduced MMP3 and
MMP13 immunostaining. 4-MU also exerted pronounced chondroprotective effects on murine joint
cartilage exposed to IL13 in vitro and, blocked IL1f -enhanced lactate production in cartilage
explants. We will evaluate HAS2 overexpression effect using similar experimental model.
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