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We proposed the hypothesis that "immune cells act directly on osteoblasts
and chondrocytes to induce their tissue destruction,” and demonstrated that semaphorin 4D, a
neuroaxon guidance factor, is cleaved as a soluble molecule and functions as a proinflammatory
cytokine. We also demonstrated that semaphorin 4D binds to the receptor complexes PlexinB2 and c-Met
in articular chondrocytes, activates the Traf2-NF-kB pathway and the ras-MEK-Erk1/2 pathway, and
activates Mmp3, Mmp 13, Adamts4 and Adams5 by activating the Traf2-NF-k B and ras-MEK-Erk1/2
pathways. We further found that activation of the transcription factors IkBz and C/EBPd is required

for these intracellular signals.
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