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tau. NH4CI treatment can postpone the degradation of
tau in Hrd1- expressing cells, while EBSS enhanced
Hrd1- mediated tau degradation. Hrd1 facilitates the for-
mation of autophagosome in tau-expressing cells and
enhances the colocalization of tau and lysosome. Further-
more, Hrd1 mainly mediated lysine 63-linked polyubiqui-
tin chains of tau under autophagy inhibition, which is re-
quired for autophagic tau degradation. Hrd1 significantly
alleviated tau cytotoxicity while autophagy inhibition re-
verses the cytoprotective effect of Hrd1 on tau ex-
pressing cells. CONCLUSION Hrd1 enhances tau deg-
radation through autophagy and attenuates intracellular
tau accumulation and toxicity.
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