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Investigation of the role of autophagy in Neuronal Ceroid Lipofuscinoses

Junji, Yamaguchi
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It has been reported that autophagy is closely involved in pathogenesis of
neuronal ceroid lipofuscin (NCL), however, its details remain unknown. In this research, using
cathepsin D (CTSD)-deficient mice, one type of NCL model mice, we showed that abnormal lysosomes
with degenerated membranes were degraded by selective autophagy. Furthermore, to investigate the
role of autophagy in CTSD-deficient mice, we generated the central nerve tissue specific CTSD/
Atg7-double deficient mice, NCL model mice impaired autophagy. In these mice, there were few
abnormal lysosomes surrounded by autophagic vacuoles. However, we found that some of lysosomes were
captured into p62 bodies formed by the impaired autophagic machinery. These results are important
for investigating the degeneration and degraded mechanism of lysosomes in vivo, and useful for
understanding of detailed NCL pathogenesis.
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