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The protein quality control system plays a pivotal role in proteostasis in cells.
Although it was reported that BAG6 is involved in recognition and degradation of misfolded newly
synthesized proteins, and biogenesis of a ?roup of transmembrane protein that does not have a signal
sequence at its N-terminus, the precise roles of BAG6 in these processes and in the nucleus have not been
elucidated yet.
I attempted to clarify roles of BAG6 and its cofactors such as TRC35, TRC40 and Ubl4a in the nucleus and
revealed that TRC35 and dimerization of TRC40 are responsible for interaction between BAG6 and TRC40. In
order to analyze the mechanism of misfolded protein degradation in the nucleus, we produced a model

substrate conjugated a nuclear localization signal. We observed that degradation of the substrates
abolished in the presence of proteasomal inhibitor but not in the presence of leptomycin.
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Structure of a BAG6 (Bcl-2-associated
Athanogene 6)-Ubl4a (Ubiquitin-like Protein
4a) Complex Reveals a Novel Binding
Interface That Functions in Tail-anchored
Protein Biogenesis. (2015)
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