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A portion of newly synthesized tail-anchored proteins tend to fail their
correct assembly into the lumen of endoplasmic reticulum, thus resulting in the production of the
defective species. Although the efficient degradation of these aggregation-prone polypeptides is
crucial, the molecular mechanism of their elimination pathway has not been adequately characterized.

In this study, we focused on one such cryptic portion of the defective transmembrane domain
protein, and show that a part of these is produced as a labile species that is immediately targeted
to the degradation pathway. We found that proteasomes are indispensable for elimination of
mislocalized tail-anchored species. These observations suggest that protein degradation machinery
acts as a critical factor for degradation of mislocalized tail-anchored proteins.
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