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Functional modification of the endosomal pathway to inhibit neurodegenerative
processes.
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A characteristic lesion of neurodegenerative diseases is the formation of
amyloid fiber-like aggregates, exemplified by TDP-43 in amyotrophic lateral sclerosis (ALS).
Aggregates are formed when pathological proteins are seeded and sequester normal cytoplasmic
proteins. In this study, cell lines were established that can be monitored the formation of
aggregates in the cytoplasm by the ALS-associated mutants of annexin All and TDP-43 with mutations
in its nuclear localization signal and RNA-binding motifs. Using these cells, the mutant proteins
were found to form aggregates triggered by lysosomal damage. On the other hand, these mutants were
shown to be rapidly degraded by proteasomes in cells where they did not form aggregates.
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