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Elucidation of the regulatory mechanism of pancreatic cancer and development of
novel therapeutic agents through cellular senescence of pancreatic stellate
cells

Tetsuya, Takikawa
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Human pancreatic stellate cells (hPSCs) were treated with hydrogen peroxide
and gemcitabine to create senescent hPSCs. Treatment with the conditioned medium from senescent
hPSCs enhanced the proliferation, migration, and invasion abilities of pancreatic cancer cells. A
comparison of gene profiles between senescent and non-senescent hPSCs revealed an increase in
chemokines such as CXCL1, CXCL2, and CXCL3. Inhibitors of these chemokines canceled the enhancing
effects of the senescent hPSC conditioned medium on the proliferation, migration, and invasion
abilities of pancreatic cancer cells. These findings suggest that senescent hPSCs may contribute to
the acquisition of malignancy in pancreatic cancer cells via chemokines. We plan to search for
senolytic drugs that selectively eliminate senescent hPSCs.
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