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Sensitivity of chemotherapy in pancreatic cancer cells
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We established GEM-resistant cells (MIA-GEMR) from MIA PaCa-2 cells and analyzed
signaling pathway associated with the KRAS mutation MIA-GEMR cells showed the epithelial-mesenchymal
transition phenotype and invasiveness, which were similarly induced by the KRAS mutation in colorectal
cancer cells. The genes differentially expressed between MIA-GEMR and MIA PaCa-2 cells were compared with
those observed between the human colorectal cancer HCT116 cells and HKe3 cells. Notably, the common genes
associated with mutant KRAS regulation overlapped with stem cell-specific genes and TGF- 1 target genes,
suggesting the crucial role of mutant KRAS in determining the morphology and microenvironment.
Furthermore, the phosphodiesterase inhibitor resveratrol suppressed the growth of MIA-GEMR. These results
ﬁ?gggsg tgat I?F—B 1 signaling downstream of oncogenic KRAS is involved in the onset of GEM resistance in

aCa-2 cells.
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