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Sphingosine-1-phosphate (S1P) is a lipid mediator that regulates important
functions in cancer progression. The aim of this study was to elucidate roles of SIP signaling in
the formation of pancreatic cancer microenvironment. We revealed that the S1P level in surgical
specimens of pancreatic cancer tissue was significantly higher than that in noncancerous pancreatic
tissue. Furthermore, we produced murine pancreatic cancer cell lines in which gene of S1P producing
enzyme (SphK1 or SphK2) was knocked out, and compared them with wild type cells. Our study indicated

that SphK1 promotes anticancer drug resistance, and that SphK2 is involved in proliferation and
progression of pancreatic cancer cells. This study will bring a new perspective in signal
transduction pathways involved in the formation of pancreatic cancer microenvironment.
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