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Analysis of lysosome in pancreatic cancer
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Anticancer drug resistance in unresectable pancreatic cancer was
investigated focusing on lysosomal enzymes. We used human pancreatic cancer cell line and an animal
model. Microarray analysis identified a group of lysosomal enzymes whose requirements were increased

by anticancer drugs. Above all, elevated levels of enzymes related to glucose and lipid metabolism
such as acid a -glucosidase and acid ceramidase were observed. RNA interference was performed with
these enzymes as targets, and the cell growth inhibitory effect was confirmed. Inhibition of acid a
-glucosidase caused abnormal mitochondrial accumulation and cell apoptosis. Inhibition of acid
ceramidase caused cell death by intracellular accumulation of ceramide and ROS. Gene therapies using
an adeno virus vector were verified in a mouse model, and the tumor growth inhibitory effects were

confirmed.
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Inhibition of lysosomal enzyme activity enhances antitumor effect of gemcitabine in pancreatic cancer cells.
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Suppression of lysosomal enzyme improves chemoresistance in pancreatic cancer cells.
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Down-regulation of acid alpha glucosidase induces antitumor effect via mitochondrial dysfunction in pancreatic cancer
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Inhibition of acid ceramidase enhances antitumor effect of gemcitabine on pancreatic cancer cells
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