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Functional analyses of a novel pain-modulating factor in dermal macrophage
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We found transgenic mice with a pain-less phenotype by chance, and based on
genomic and mRNA analyses of these mice, we considered the possibility that the SNX25 gene was a
pain-modulating factor. SNX25 was confirmed to be the responsible factor by analyzing SNX25 knockout
mice. Conditional knockout mice were generated and found that SNX25 in macrophages, but not in
neurons, regulates pain perception; SNX25 inhibits the ubiquitination of the transcription factor
Nrf2 in macrophages, thereby identifying a mechanism whereby Nrf2 stimulates the production of NGF,

thereby lowering the threshold for pain perception. The authors identified a mechanism by which Nrf2
lowers the pain threshold by stimulating the production of NGF.
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