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The cellular senescence of cancer-associated fibroblast affect the malignant
potential in pancreatic cancer
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i First, we primary cultured eight human pancreatic stellate cells (hPSCs) and
co-cultured them with pancreatic cancer (PC) cell lines and confirmed that differences in hPSCs

induce differences in the proliferation of PCC lines. Then, by performing PCR array on these eight
CAFs and combining the data with that of co-culture experiments, we found that the expression of
various genes related to cellular senescence and SASP such as TP53, CDKN1A/p2l, NFKB1, and IL6 in
hPSCs correlated with the proliferation of pancreatic cancer cell lines. Based on these results, we
focused on the p53 pathway-mediated cellular senescence of CAFs and examined its effect on the
proliferation of PCC lines. When CAFs treated with p53 inhibitors were co-cultured with PC cell
lines, the concentration of IL-6, also known as the SASP factor, in the co-culture supernatant was
significantly lower than when co-cultured with untreated CAFs, and the proliferation of the PC cell
lines was also significantly suppressed.
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