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Molecular mechanism of ER stress-induced newly synthesized protein degradation
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About one-third of all cellular proteins are synthesized in the endoplasmic
reticulum (ER). However, unfolded proteins accumulate in the ER due to various environmental
factors. To overcome ER stress conditions, cells reduce the accumulation of defective proteins
through refolding and ERAD. On the other hand, they prevent protein overload into the ER through
translational attenuation and RIDD. Recently, ER stress-induced preemptive quality control (ERpQC)
has been reported as a new mechanism to avoid ER overloading. ERpQC is a mechanism to translate and
degrade ER-targeted proteins in the cytoplasm. However, the details remain unclear. In this study,
we elucidated the molecular mechanism and physiological significance of ERpQC, and defective

proteostasis due to its disruption.
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