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Pathogenesis of Sigmarl Genetic Mutation-related ALS and Drug Discovery

Shinoda, Yasuharu
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o We investigated how ALS-related mutation of Sigmarl gene leads to the
toxicity in motor neurons and the disease onset. In this study, we focused on the association

between a mutation, E102Q of SigmalR and cholesterol, thereby found that SigmalR (E102Q) showed
increased affinity to cholesterol, which leads to accumulation and toxicity in NSC-34 motor neuronal

cell line. Furthermore, we also revealed that SigmalR agonist and the inhibition of cholesterol
biosynthesis ameliorated neuronal toxicity induced by SigmalR(E102Q) expression.
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