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TGF-B activated kinase-1 (TAK1) was phosphorylated in synovial cells and
osteoclasts in CIA mouse which are generally accepted as a RA animal mode. TAK1 inhibitor, LLZ
1640-2 improved arthritis severity and the incidence of arthritis as well as bone destruction in CIA

mouse. In addition, IL-13 secretion in sera were upregulated in CIA mice, however LLZ reduced IL-1

B levels in sera of CIA mice.

Addition of IL-1B induced RANKL mRNA expression in synovial fibroblasts isolated from CIA mice, and
the synovial fibroblasts were able to induce osteoclastogenesis from pre-osteoclasts in the
presence of IL-1p . However, LLZ suppressed RANKL expression and the enhancement of
osteoclastogenesis by synovial fibroblasts. Moreover, LLZ inhibited RANKL induced osteoclast

differentiation.
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