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Notch signaling consists of 5 ligands and 4 receptors (Notchl-4). Upon ligand bind
ing, the Notch receptor is cleaved and its intracellular domain (ICD) translocates to the nucleus, where i
t binds to Rbpj, a transcription repressor, and activates expression of target genes including Hes/Hey fam
ily member. Notchl and 2 were expressed in mouse and human articular chondrocytes, and their ICDs were tra
nslocated to the nucleus with cartilage degradation. When we deleted Rbpj in chondrocytes after skeletal g
rowth using tamoxifen-inducible Cre mice and created an experimental OA model, cartilage degradation and M
mpl3 expression were suppressed. We further investigated functions of Hesl, only target gene expressed abu
ndantly in chondrocytes, using Hesl-flox mice. When we deleted Hesl in the same way, OA development was su
ppressed while skeletal development was not affected.
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