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Mechanism of maintainace of articular chondrocyte by NF-kB signaling.

Kobayashi, Hiroshi

3,700,000

NF-k B in vivo, in vitro

Rela

IKK NF-k B

We examined the function of NF-kB signalling in articular chondrocyte both
in vitro and in vivo to realize the prevention of degeneration and regeneration of articular
chondrocyte . We analyze in vivo functions of Rela in embrﬁonic limbs and adult articular cartilage,

and find that Rela protects chondrocytes from apoptosis through induction of anti-apoptotic genes.

In articular cartilage, homozygous knockout of Rela at 7 weeks leads to marked acceleration of
osteoarthritis through enhanced chondrocyte apoptosis, whereas heterozygous knockout of Rela results
in suppression of osteoarthritis development through inhibition of catabolic gene expression.
Haploinsufficiency or a low dose of an IKK inhibitor suppresses catabolic gene expression, but does
not alter anti-apoptotic gene expression. The biphasic regulation of chondrocytes by Rela
contributes to understanding the pathophysiology of osteoarthritis.
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