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The establishment of new therapy targeting metabolic characteristics and
cancer-stroma interaction for pancreatic cancer
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To examine PKM2' s expression and role in pancreatic ductal adenocarcinoma
(PDAC), we knocked PKM2 down in PDAC cells by introducing small interfering and short hairpin RNAs,
and examined the cells’ gene expression profile by microarray analysis. We analyzed the cells
energy-producing pathways by XFe Extracellular Flux Analyzers, and detected intracellular
metabolites by a capillary electrophoresis time-of-flight mass spectrometer.
We found that RNAi-mediated knockdown of PKM2 diminished proliferation, migration, and
tumorigenicity of PDAC cell-lines. PKM2 knockdown also resulted in lower glycolytic activities, and
decreased levels of some intracellular metabolites such as pyruvate and polyamine but elevated
levels of reactive oxygen species. Microarray analysis revealed functional association between PKM2
and expression of genes that drive the cell cycle. These results demonstrate that PKM2 play
important role for metabolic activities as well as malignancy of PDAC cells.
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