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Evolutionary machanism of pancreatic ductal adenocarcinoma mediated by (pro)
renin receptor
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The purpose of this study is to clarify the evolutionary pattern of
pancreatic ductal adenocarcinoma (PDAC) using prorenin receptor [(P)RR]-expressing human pancreatic
ductal epithelial cells. The nuclear morphology of (P)RR-expressing human pancreatic ductal
epithelial cells in passage 6 showed multinucleation, which is considered to occur as the malignancy

of the cancer increases, and chromosomal aberrations were also identified. This result was
supported by whole human genome analysis, which showed no mutations in driver genes of PDAC, such as
KRAS and p16 in(P)RR- expressing human pancreatic ductal epithelial cells at passage 6. On the
other hand, mutations in the KRAS and pl6 genes were observed in (P)RR-expressing human pancreatic
ductal epithelial cells at passage 20, suggesting that the presence of chromosomal aberrations may
contribute to malignant transformation of PDAC.
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