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To elucidate the mechanisms that HMGB1 or advanced glycation endproducts
(AGEs) induce chronic inflammation, we searched for interaction partners of these molecules and
investigated the effects induced by the interaction of the molecules. We found that AGEs directly
interact with a cytokine, TWEAK. Furthermore, using cellular model, it was shown that AGEs
inhibited function of TWEAK which regulate TNFa -stimulated inflammatory reactions. These results
suggested that AGEs induce chronic inflammation through inhibiting function of the cytokines which
regulate inflammatory reactions.
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