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Analysis of lysosomal metabolism in pancreatic cancer
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We comprehensively analyzed lysosome enzymes that are metabolically
activated using pancreatic cancer cells. We identified acid a -glucosidase (GAA) involved in glucose
metabolism, glucocerebrosidase (GBA) involved in sphingolipid metabolism, and acid ceramidase (AC)

as target enzymes for treatment. We developed gene therapy methods targeting each enzyme and
verified their anti-tumor effects at the cell level and animal experiment level. Antiproliferative
effect was confirmed by inhibiting each enzyme. A viral vector was used to suppress tumor growth in
a mouse subcutaneous tumor model. In addition, we observed an increase in the linear loss rate in
tumor-bearing mice.

Apoptosis induction and autophagy inhibition of pancreatic cancer cells were confirmed by inhibiting
GBA using siRNA method.
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