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In this study, we found that Sur deficiency did not cause age-related
neurodegeneration or neuronal dysfunction in flies. However, mutation in Sur shortened lifespan of
flies. To understand the association of SUR and TDP-43 pathology, we asked whether Sur deficiency
affects the TDP-43 expression and phosphorylated levels in flies. Contrast to our expectation, Sur
deficiency did not alter total or phosphorylated TDP-43 levels. Next, we examined the effect of Sur

deficiency on TDP-43 flies, and observed enhanced reduction of survivals in Sur/TDP-43 flies when
compared to TDP-43 flies. To elucidate the mechanism by which Sur deficiency enhanced TDP-43
toxicity, we analyzed the metabolic changes. Interestingly, accompanied with a reduction in ATP
levels, metabolites in several pathways showed significant alterations in Sur mutant flg heads. The
results above suggest that SUR dysfunction disrupts the metabolomic homeostasis in fly brains which
may enhanced TDP-43 toxicity.
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Sur deficiency increases vulnerability to age-related neurodegeneration in Drosophila
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