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We identified ring finger protein 121 (RNF121) as an endoplasmic
reticulum-resident E3 ubiquitin ligase. The RNF121 regulates ubiquitination of voltage-gated sodium
channel Navl.6 and promotes its intracellular transport to a specific plasmamembrane region axon initial
segment, where voltage-gated sodium channels form clusters. These results indicate that RNF121 is
gnxolyed in the quality control of voltage-gated sodium channels and thus in mechanosensation and animal

ehavior.
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