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            Abstract
Although there have been major advances in the treatment of rheumatoid arthritis with the advent of biological agents, the mechanisms that drive cytokine production and sustain disease chronicity remain unknown. Tenascin-C (encoded by Tnc) is an extracellular matrix glycoprotein specifically expressed at areas of inflammation and tissue damage in inflamed rheumatoid joints. Here we show that mice that do not express tenascin-C show rapid resolution of acute joint inflammation and are protected from erosive arthritis. Intra-articular injection of tenascin-C promotes joint inflammation in vivo in mice, and addition of exogenous tenascin-C induces cytokine synthesis in explant cultures from inflamed synovia of individuals with rheumatoid arthritis. Moreover, in human macrophages and fibroblasts from synovia of individuals with rheumatoid arthritis, tenascin-C induces synthesis of proinflammatory cytokines via activation of Toll-like receptor 4 (TLR4). Thus, we have identified tenascin-C as a novel endogenous activator of TLR4-mediated immunity that mediates persistent synovial inflammation and tissue destruction in arthritic joint disease.
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                    Figure 1: Accelerated resolution of acute inflammation in Tncâˆ’/âˆ’ mice.


Figure 2: Synovial inflammation is induced in Tncâˆ’/âˆ’ mice upon injection of antigen.


Figure 3: Synovial inflammation subsides rapidly in Tncâˆ’/âˆ’ mice.


Figure 4: Tncâˆ’/âˆ’ mice are protected from tissue destruction, and tenascin-C induces cytokine synthesis in primary human cells.


Figure 5: The FBG domain of tenascin-C mediates stimulation of cytokine synthesis in vivo and in vitro.


Figure 6: FBG-mediated cytokine synthesis is MyD88 and TLR4 dependent.
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