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Pathogenesis of tauopathies in terms of protein quality control mechanism

Kudo, Takashi

4,100,000

ER ER
20 ER
E3 CHIP
ER CHIP -

We show that ER stress, induced by glucose deprivation or chemicals, increases
total endogenous tau protein in cultured neurons and primary cultured neurons. Under ER stress, no
significant differences were observed in the transcription T tau, and no differences were observed in the
translation of tau with or ithout the 50-untranslated region (50UTR) of tau. In contrast, the degradation
rate of tau was decreased by 20% under ER stress. ER stress reduced the binding between tau and carboxyl
terminus of Hsc70-interacting protein (CHIP), biquitin E3 ligase for tau. These results suggest that ER
stress increases total tau protein and its mechanism is due to the decrease in the binding between tau
and CHIP, which delays the degradation of tau protein through the ubiquitin proteasome pathway. This
mechanism may provide clue to treatment for tauopathy.
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