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Suppression of neurodegeneration through the interactive action between
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Progranulin (PGRN) is a causal protein of familial Frontotemporal lobar
degeneration characteristic of accumulation of a nuclear protein TDP-43 (FTLD-TDP). In this study,
we suggested that phosphoglycerate kinase 1 (PGK1), an enzyme of glycolysis system, mediates PGRN
function in lysosomes. Both PGRN and PGK1 positively regulate lysosomal acidification and autophagic

flux, and suppressed aggregate-prone TDP-43 accumulation. PGRN could not enhance lysosomal
acidification in the PGK1 knockdown cells. On the other hand, glycolysis activity decreased in the
PGRN knockout cells.
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