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Roles of pseudo-rhomboid protein Derlins in the Ub-independent ER-associated
degradation of membrane proteins
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The ER-associated degradation (ERAD) of R664X AEl is characteristic because it
occurs in the ER membrane in a Ub-independent manner. The roles of pseudo-rhomboid proteins, Derlin-1 and
-2 in the ERAD of mutant membrane proteins were investigated in the cells expressing R664X, R845X, and
A CD mutants. Derlins 1 and 2 and their chimeric proteins associated with R664X AE1l and reduction of
Derlins caused significant decreases in the contents of R664X AE1l.Although R664X or R845X and A CD showed
remarkable difference in the intracellular distribution resembling their distinct retrotranslocation,
breakdown of these mutants were reduced when the expression of Derlins was inhibited. These findings
demonstrate that Derlins play key roles in the ERAD of membrane proteins despite of the difference in
retrotranslocation from the ER of the substrates.
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