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Effects of an increase of the intracellular Zn2+ via TRPAL on the regulation of rheu
matoid arthritis synoviocyte function.
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We showed that inflammatory cytokines (TNFalpha and IL-lalpha) induced TRPAl expre
ssion via nuclear factor-kappaB signaling and downstream activation of the transcription factor HIFlalpha
in human fibroblast-like synoviocytes. The induced TRPAl channels, which were intrinsically activated by i
ntracellular Zn2+, suppressed secretion of IL-6 and IL-8. Inflammatory cytokines induced zinc transporters

(ZIP8 and ZIP14) gene exEression and increased intracellular Zn2+ concentration in inflammatory synoviocy
tes. These data suggest that intracellular Zn2+ regulate cytokine release through TRPAl activation and may
modulate the progression of Rhmotoid Arthrithis.
Moreover, we showed that auranofin, a disease-modifying antirheumatic drug (DMARD), and five NADPH oxidase
(NOX) inhibitors effectively activated human TRPA1l channels.
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