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The molecular mechanism regulating ubiquitination of aberrant plasma membrane
protein
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Here, we sought to identify the deubiquitination enzyme (DUB) involved in the
peripheral protein quality control mechanism that eliminates aberrant plasma membrane proteins such as
A F508 CFTR. Analysis of a panel of DUB inhibitors discovered that inhibition of proteasome-associated
DUB increased the cell surface expression and stability of A F508 CFTR. Moreover, endocytosis of A F508
CFTR was dramatically inhibited by inhibitors of proteasome-associated DUB. These results provide a novel
regulatory mechanism that the proteasome-associated deubiquitination stimulates the elimination of
aberrant plasma membrane proteins from the cell surface.
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