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The effect of ATF6 deletion on ALS pathology
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To dissect the role of the unfolded protein response (UPR) in the pathology
of amyotrophic lateral sclerosis (ALS), we crossed ALS (SOD G93A Tg) mice with Atféa -/- mice, the
latter of which lack ATF6a, a major sensor in the UPR. Analysis using ALS and ALS/Atf6a -/- mice
revealed the onset time of ALS was significantly earlier in ALS/Atf6a -/- mice, but the life span
was not significantly different between two genotypes. Consistent with these results, higher levels
of SOD aggregation was observed in ALS/Atf6a -/- mice before the onset, while lower levels of
activation was observed in Atféa -/- mouse-derived microglia, compared with wild-type mouse-derived
microglia. These results suggest the time- and cell type-specific regulation of ATF6 may play the
important role in the pathology of ALS.
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