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Nrf2-mediated anti-inflammation through transcriptional repression of
proinflammatory cytokine genes
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Nrf2 is a key transcription factor that regulates oxidative/xenobiotic
stress-response and prevention/resolution of inflammation. However, the mechanisms how Nrf2 prevent
inflammation or how Nrf2 target genes contribute to the anti-inflammatory process are still unclear. Here
we demonstrate that Nrf2 represses lipopolysaccharide-induced expression of proinflammatory cytokines,
including 116, 111b and Illa, which exacerbate inflammation. ChlP-seq analysis revealed that Nrf2 binds
to the proximity of 116, 111lb and Illa genes. The Nrf2-mediated transcriptional repression of
proinflammatory genes was independent from the inducers or inhibitors of reactive oxygen species
accumulation. Thus, contrary to the widely accepted view that Nrf2 is an activator of transcription, our
results demonstrate that Nrf2-mediated anti-inflammation is achieved through direct transcriptional
repression of proinflammatory cytokine genes by Nrf2.
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Nrf2-mediated
anti-inflammatory effect
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