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Reducing toxicity of disease-causative molecules with the aim of developing
therapies for neurodegenarative diseases
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In chronic neurodegenerative diseases such as polyglutamine (polyQ),
commonly observed phenotypes include the abnormal accumulation of disease-causing proteins and the
formation of nuclear and cytoplasmic inclusions. We examined the effects of HIKESHI overexpression
in cultured cell models of neurodegenerative diseases. HIKESHI overexpression preferentially
decreased the expression of mutant atrophin-1 in the neuronal cell models. HIKESHI overexpression
also demonstrated the therapeutic effects in the transgenic mouse model of
dentatorubral-pallidoluysian atrophy. These findings demonstrated that HIKESHI enhanced the
preferential degradation of the disease-causative proteins.
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HEK293 cells were transfected with
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plasmids.
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