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		Abstract

		Clinical studies have shown that Aggregatibacter actinomycetemcomitans is associated with juvenile severe periodontitis and potentially aggravates rheumatoid arthritis (RA). However, the functional contribution of the infection by A. actinomycetemcomitans is poorly understood. Here, we show that systemic infection with A. actinomycetemcomitans exacerbates arthritis and a change in bone density in mice following IL-1β secretion in macrophages in caspase-11-mediated inflammasome dependent manner. We also demonstrated LPS from A. actinomycetemcomitans activates caspase-11-mediated inflammasome directly. Administration of polymyxin B, chloroquine, and anti-CD11b antibody suppressed caspase-11-mediated inflammasome activation in macrophages and arthritis in mice with A. actinomycetemcomitans infection, suggesting that the recognition of lipopolysaccharide in the cytosol after bacterial degradation by lysosomes and invasion via CD11b are needed to exacerbate arthritis following inflammasome activation in macrophages. These data reveal that the inhibition of caspase-11-mediated inflammasome activation attenuates the exacerbation of RA by infection with A. actinomycetemcomitans. This work highlights how inflammasome activation by periodontitis-associated bacteria impacts the progression of RA.
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