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Inhibition of CD44 cleavage suppresses the chondrocyte de-differentiation
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We mainly demonstrated that the excess mechanical stress loading can induce the
CD44 fragmentation via the activation of TRPV4, a primary mechano-receptor, and the increased ADAM10
expression. CD44 fragmentation results in decreased * functional’ hyaluronan receptors and increased
CD44 intracellular domain, leading to the diminished extracellular matrix in a chondrocyte. We also
demonstrated that we successfully suppress the CD44 fragmentation using a TRPV4 antagonist or ADAM10
inhibitors under the mechanical stress loading condition. We will be able to start the in vivo study
using animal osteoarthritis models as a next step.
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