©
2013 2016

Involvement in alpha-synuclein function and pathology in lysosomal storage
diseases
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The accumulation of a -synuclein (ASyn) has been observed in several
lysosomal storage diseases (LSDs) but it remains unclear if ASyn accumulation contributes to LSD
pathology. ASyn also accumulates in the neurons of Sandhoff disease (SD) patients and SD model mice
(Hexb-/- ASyn+/+ mice).

In this study, we explored the potential role of ASyn accumulation in the neurodegenerative process
of LSDs, we generated Hexb-/- ASyn-/- mice. Here, we present evidence that autophagic and ubiquitin
proteasome pathway are impaired, and mitochondrial function are damaged in Hexb-/- ASyn+/+ mice, but
this improves in the absence of ASyn. However, this reducing ASyn accumulation is associated with
little improvement in any clinical features of Hexb-/- ASyn+/+ mice.
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