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Mechanism of osteophyte formation in osteoarthritis
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ADAM12 was identified in chondrocytes of the proliferative and h{pertrophic
zones in mouse growth plates by immunohistochemistry. Adaml12 was upregulated prior to Coll0al during
chondrogenic differentiation in wild-type ATDC5 cells. In Adam12-KO ATDC5 cells, following
initiation of chondrogenic differentiation, we observed a reduction in Igf-1 expression along with
an upregulation of hypertrophy-associated Runx2, Coll0al, and type X collagen protein expressions.
In ATDC5 wild-type cells, stimulation with TGF-3 1 upregulated the expressions of Adaml2 and Igf-1
and downregulated the expression of Runx2. In contrast, in Adam12-KO ATDC5 cells, these TGF-f3
1-induced changes were suppressed. Adaml2 overexpression resulted in an upregulation of Igf-1 and
downregulation of Runx2 expression in ATDC5 cells. The findings suggest that ADAM12 has important
role in the regulation of chondrocyte differentiation.
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