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Investigating the pathogenesis and development of therapeutics of
alpha-synucleinopathy
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Analysis of the two mice model for idiopathic Parkinson’ s disease (PD),
a-syn BAC Tg/GBAl heterozygous KO mice and A53T mutant a-syn BAC Tg mice, revealed the
region-specific increase in the amount of various kind of glycolipids, and cellular experiment
suggested the conformational change of a-syn by altered lipid metabolism. To investigate the role of

GBA2 gene as a modifier of GBAl gene, we generated GBA2-/- (KO) medaka fish and GBA1/GBA2 double
knockout medaka fish, and found that GBA2 deletion further increased the amount of specific
glycolipids. Moreover, GBAl was found to function as [3 -galactosidase, a GalCer degrading enzyme.
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