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GDP-bound cgtoplasmic forms of Rab proteins are prone to aggregation due to
the exposure of hydrophobic groups but the machinery that determines the fate of Rab species in the
cytosol has not been elucidated in detail. In this study, we find that BAG6 predominantly recognizes
a cryptic portion of GDP-associated Rab8a, while its major GTP-bound active form is not recognized.
The hydrophobic residues of the Switch 1 region of Rab8a are essential for its interaction with
BAG6 and the degradation of GDP-Rab8a via the ubiquitin-proteasome system . BAG6 prevents the excess
accumulation of inactive Rab8a, whose accumulation impairs intracellular membrane trafficking.
From these observations, we suggest that Rab proteins represent a novel set of substrates for BAG6,
and the BAG6-mediated pathway is associated with the regulation of membrane vesicle trafficking
events in mammalian cells.
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