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Accumulated evidences suggest physiological relevance between the transcription factor NRF3

(NFE2L3) and cancers. NRF3 modulates gene expression in the nucleus, while it is repressed by
endoplasmic (ER) sequestration under physiological conditions. However, the molecular
mechanisms underlying the nuclear translocation of NRF3 and its target genes expression in
cancer cells remain poorly understood. Here, I found multiple regulation of NRF3 activities
promotes cell proliferation. My analyses reveal (1) under physiological conditions, NRF3 is
rapidly degraded by the ER-associated degradation (ERAD) ubiquitin ligase HRD1 and
valosin-containing protein (VCP) in the cytoplasm; (2) NRF3 is also degraded by -TRCP, an
adaptor for the Skp1-Cull-F-box protein (SCF) ubiquitin ligase in the nucleus; (3) NRF3 mediates
gene expression of the cell cycle regulator U2AF homology motif kinase 1 (UHMK]1) for cell
proliferation; (4) the nature of the activation mechanism of NRF3 is not the inhibition of its
HRD1-VCP-mediated degradation. Collectively, this study provides us many insights into

biological function of NRF3 in cancer cells.



