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Development of novel synucleinopathy treatment targeting the receptor for
alpha-synuclein fibrils
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Abnormally aggregated a -synuclein (a S), a major component of neuronal and
glial intracellular inclusions in the brains of patients with Parkinson"s disease (PD) and other
synucleinopathies, is thought to propagate between cells, thereby spreading neurodegeneration
toward surrounding areas (prion hypothesis). Endocytosis is important for the uptake of aggregated
a S, and several endocytic receptors for a S have been reported. On the other hand, several problems

have been pointed out in terms of data reproducibility, etc. We have prepared a whole mouse
brain-derived membrane protein library using a unique method based on membrane fusion and performed
a comprehensive search for fibrillar a S receptors. Finally, we found that sortilin, which is
$g rg?sed on neural and oligodendroglial cells, functions as an endocytosis receptor for a S
ibrils.
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