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Elucidation of the role of lysoglycolipids on cell death in sphingolipidosis and
establishment of therapeutic strategies.
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Sphingolipidosis causes severe central nervous system (CNS) symptoms,
however, the mechanism of pathogenesis is unknown and no fundamental treatment has been established.
Although it is known that lyso-glycosphingolipids (lyso-GSLs), in which the fatty acid portion of

glycosphingolipids (GSLs) is truncated, accumulate in sphingolipidosis, their relationship to the
pathogenesis is unknown. In the present study, we analyzed the effects of lyso-GSLs on neuronal cell
death in sphingolipidosis.

To investigate the cause of neuronal cell death caused by lyso-GSLs, we added them to human
neuronal cell models and analyzed their effects. The results showed that Ilyso-GSLs attenuated
PI%K/Akt signaling. Furthermore, we demonstrated that lyso-GSLs directly inhibit the activity of
PI3K.
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Development of the gene therapy by utilizing modified beta-Hexosaminidase B for GM2 gangliosidoses.
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