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Insight into how severely misfolded proteins are degraded in the ER
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ER-associated degradation (ERAD) is composed of glycoprotein and
non-glycoprotein degradation pathways. By inhibition of glycoprotein degradation pathway, native but
unstable or somewhat unfolded glycoproteins were stabilized, but degradation of severely misfolded
glycoproteins was delayed only at early chase periods, but they were eventually degraded as in

wild-type cells. We analyzed these molecular mechanisms.

We tried to knocked out the candidate gene, which target substrates from glycoprotein degradation
pathway to non-glycoprotein degradation pathway, and found that the gene is essential for cells,
indicating its importance. Using PITCh method, its low expression strains were established. The
mutant strain includes some mutations in genomic level. We found that the strain is defective to
degrade severely misfolded non-glycoproteins.
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