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    Abstract
Background In our previous study, we found that the expression of adiponectin and adiponectin receptor 1 in synovial fluids and synovial tissues of patients with rheumatoid arthritis is higher than the normal.Furthermore, we found that adiponectin stimulate the expression of RANKL to excerbate bone ersion in rheumatoid arthritis.

Objectives To investigate whether adiponectin (AD) promotes rheumatoid arthritis synovial fibroblasts (RASFs)survival, migration and invasion.

Methods RASF was transfected with adiponectin receptor 1-siRNA (ADR1-siRNA) or (ADR2-siRNA) for 48h and then treated with AD for 24h.The proliferation, apoptosis, nigration and invasion of RASFs was analysised by CCK-8 kit,flow cytometry and transwell corning, respectively.The expression of apoptosis-related genes and cytokines was tested by Real-time PCR and western-blot.

Results The frequencies of apoptosis cells were significant decreased in RASFs after AD stimulation. AD markedly promote proliferation,migration and invasion of RASFs compared with untreated it.When knockdown AdipoR1 and AdipoR2,the effect of adiponectin on RASFs survial,migration and invasion was decreased. The expression of apoptosis-related genes CDK4 and PCNA were markedly increased but p53 mRNA was obviously decreased in RASFs after treated with AD.The level of IL-6,IL-8 and MMP-2,MMP-3 and MMP-9 expression also significantly increased in RASFs upon AD stimulation.Western blot indicated that AD could rapidly triggered p-AKT and p-ERK activity and then induced Bcl-2,MMP-2 and MMP-9,but decreased Bax expression in RASFs.When small interfering RNA knockdown AdipoR1 and AdipoR2, the Bcl-2, MMP-2,MMP-9 mRNA and protein was decreased.

Conclusions Our findings indicate that AD could promotes RASFs survival,migration and invasion via adiponectin receptors, suggesting a critical role of AD on disease progression in RA.
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