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Transcription factor EB (TFEB) is a master regulator of lysosomal biogenesis

and autophagy. Under lysosomal stress conditions, TFEB translocates from the cytoplasm to the
nucleus, resulting in the activation of its target genes. However, the distribution of endogenous
TFEB in lysosomal storage disorders is uncharacterized. Here we show that endogenous TFEB in LSD
model mice with _neurological symptoms (such as multiple sulfatase deficiency, Sandhoff disease and
mucopolysaccharidosis I1IA is induced and activated by neuro-inflammation . In addition, the
response of TFEB in LPS induced neuro-inflammation model is the same as LSD model. Thus,
neuro-inflammation in the brain causes up-regulation and activation of endogenous TFEB. Furthermore,
neuronal apoptosis and glial activation were observed in DKO (Hexb and Tfeb KO) brains. In
conclusion, Tfeb is important in neuronal survival with lysosomal disease via regulation of
lysosomal biogenesis and autophagy.
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