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Research on development of cognitive therapeutic drugs based on proteasome
tolerance
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When abnormal proteins accumulate in nerve cells, proteasome function is
impaired, leading to neurodegenerative diseases. We studied methods for activating proteasome
function and reported a phenomenon called "proteasome resistance". Activating the proteasome with
low-dose inhibitors made it resistant to high-dose inhibitors. We also found that the transcription
factor Nrf2 affects the proteasome and reduces tau protein accumulation. These results suggest that
Nrf2 is responsible for "proteasome resistance® and may be a therapeutic target for

neurodegenerative diseases.
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A260/A280 1.9 RNA
High-Capacity cDNA Archive Kit (Applied Biosystems, Foster City, CA) CDNA
PCR  ABI PRISM 7900HT (Applied Biosystems)
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