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Application of chemical biology to a mechanistic study of human nucleotide excision
repair
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We recently identified a small-molecule inhibitor (NERi) of nucleotide excision
repair in human cells, which induces proteasomal degradation of one of core NER factors, ERCC1-XPF. In
this study, we have tried to uncover the detailed mechanism underlying the loss of ERCC1-XPF heterodimer
after NERI treatment. We have finally identified two cellular proteins possibly involved in the

roteosomal degradation of ERCC1-XPF. We have also determined a structure-activity relationship of NERi
y comparing the activity of more than 100 derivatives. On the other hand, we could find no further
compounds showing comparably high NER-inhibition activity with NERi after screening of another public
chemical library.
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