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lateral sclerosis protein 1 (XBP1);
(ALS) ER-associated

protein degradation
(ERAD); superoxide
dismutase 1 (SOD1)

Summary

Studies in cell culture and in mice suggest that
inhibiting XBP1 could help treat ALS. In a murine
neuronal cell line expressing an ALS-associated
mutant SODI, knockdown of Xbp1 led to greater
autophagic activity and better clearance of mutant
SOD1 than that in controls. Similar results were
seen in a mouse model of ALS, including longer
lifespan for knockdown mice than for Xbp1-
expressing controls. Ongoing work includes
testing compounds that inhibit XBP1 or enhance
autophagy in animal models of ALS.
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