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Epi?enetic regulation of cytokine gene expression and clinical applications in
inflammatory diseases

SEKIMATA, MASAYUKI

3,700,000

1L-22
Runxl RORgt

IL-22 is a cytokine that plays a pivotal role in regulating tissue

homeostasis at barrier surfaces. Currently, the molecular mechanisms regulating 1122 gene expression
are still unclear. Here, we have identified a crucial cis-regulatory element (CNS-32). We
demonstrated that CNS-32 acts as an enhancer in reporter assays and contains binding motifs for
Runxl and RORy t. Mutation of these motifs significantly abrogated the reporter activity, suggesting
a role for both factors in the control of enhancer-mediated 1122 expression. Overexpression of
Runxl promoted IL-22 production by inducing RORy t and IL-23 receptor, all critical to Th22 cell
induction. Although Runxl alone enhanced IL-22 production in Th22 cells, it was further enhanced in
the presence of RORy t. Collectively, our results suggest that IL-22 production is controlled by a
regulatory circuit in which Runxl induces RORy t and then partners with RORy t to direct 1122
expression through their targeting of the 1122 enhancer.
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