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Fibloblast response to the tumor in the desmoplasia involved in the malignant
potential of pancreatic cancer
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) Desmoplasia, marked fibrosis in i i i
the pancreatic cancer tissues, seems involved in the malignant potential of pancreatic cancer.

We have already established a murine model recapitulating human pancreatic carcinogenesis and reported
that the cancer cells produced CXCR2 ligands specifically in the tumor-stromal interaction. Here we tried
to elucidate the comprehensive response of the stromal fibroblasts to the cancer cells. The
cancer-associated fibroblasts produced the same CXCR2 ligands with those derived from cancer cells, in
response to the cancer cells® stimuli, resulting in promoting the cancer cell invasion. The response was
quite different from that of normal pancreatic fibroblasts. Thus, inhibition of CXCR2 signaling might be
a potent therapeutic strategy controlling the tumor-microenvironment of pancreatic cancer. Consistent

with this, heterozygous knockout of CXCR2 in the murine pancreatic cancer model showed a tendency of the
prolonged survival.
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