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The elucidation and clinical application of the hepcidin-ferroportin regulation
mechanism in inflammatory anemia
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The role of hepcidin and its regulation by multiple inflammatory cytokines in
patients with anemia of inflammation (Al) is still largely unknown. In this study, by using anti-cytokine
biologics as a tool, we investigated the mechanism of Al in patients with rheumatoid arthritis (RA). We
found that tocilizumab (an anti-IL-6 receptor antibody) can reduce serum hepcidin and improve anemia in
RA patients, but TNF-a inhibitors (TNFi) displaﬁed significantl¥ weaker effects than tocilizumab on
suppressing serum hepcidin levels and increase hemoglobin (Hb) levels. And serum hepcidin reduction by
TNFi was accompanied by a decrease in serum IL-6 suggesting that TNFi on reduction of hepcidin was
indirect. Our findings indicated that IL-6-induced hepcidin mediated iron metabolism contribute to the
pathogenesis of RA-related anemia directly. We also identified the novel regulation mechanisms involving
IL-6-mediated induction and TNF-a-mediated inhibition of hepcidin production.
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