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Several lines of evidence have demonstrated that the CCN family of proteins regula
tes differentiation of skeletal mesenchymal cells such as muscle cells, chondrocytes and osteoblasts. Vari
ous members of CCN family genes were expressed in osteoblastic cells, and the expression is regulated by T
GF and BMP-2. These studies suggest that the CCN family of proteins is involved in regulation of osteoblas
t differentiation by interacting with members of the TGF superfamily. Therefore, we demonstrated that CCN3

associated with the Notchl extracellular domain and inhibited myoblast differentiation through Notch sign
aling pathway, indicating the involvement of CCN3 in Notch signaling. Further, we reported that Notch sign
aling plays a role in BMP-2-induced osteoblast differentiation. These results prompted us to investigate t
he role of CCN3 in osteoblast differentiation and its involvement in the BMP and Notch signaling pathways

(J.Biol.Chem., 288, 2013).
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