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Establishment of a cytotoxicity evaluation system for pigment cell-specific
vitiligo-inducing substances and elucidation of the mechanism of damage

Inoue, Shintaro
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NRF2 system disturbs the reproducible evaluation of rhododendrol (RD)
-induced melanocyte cytotoxicity. So, we clarified whether human melanoma cells carrying NRF2-KO
gene are available for evaluation of vitiligo risk compounds. We obtained two NRF2-KO clones with
different deletion mutations were established, however, the cytotoxicity of risk compounds in both
NRF2-KO cells was unexpectedly comparable with that of NRF2(+) clones.
Knocked down of GPNMB in NRF2-KO cells, which has been shown to disappeared in vitiligo epidermis by
our study, showed an increased RD cytotoxicity, but it was rescued by the addition of recombinant
GPNMB. These findings indicated that NRF2-KO melanoma cells were unavailable for evaluation of
vitiligo risk compounds due to the compensatory action of anti-oxidative GPNMB with the
NRF2-independent manner. GPNMB might be involved in cellular anti-oxidative activity in normal and
oxidative stress-induced disease cells.
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