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Analysis of relationship between protein quality control system and pathogenesis
of encephalitis by flavivirus infection
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To elucidate mechanism of encephalitis, we examined the relationship between

protein quality control system, such as autophagy, and flavivirus infection. Capsid protein of
flavivirus inhibited autophagy and induced accumulation of ubiquitinated protein aggregates. The
capsid protein interacted with AMP-activated protein kinase (AMPK) and induced degradation of AMPK.
Furthermore, the interaction affected pathogenesis of flavivirus encephalitis in mouse. Taken
together, these results indicates that degradation of AMPK by capsid protein resulted in the
inhibition of autophagy and the accumulation of protein aggregates, which contributes to the
development of neurological disease.
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