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Elucidation of the differentiation mechanism of cancer-related fibroblasts using
genetically engineered mouse models that develop pancreatic ductal
adenocarcinoma

Ikehara, Yuzuru
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We have generated a genetically engineered mouse model gGEM) in which
doxycycline administration induces pancreatic ductal adenocarcinoma (PDAC) and dies due to the
progression of PDAC about two weeks after administration. Moreover, we revealed that the stromal
cells in pancreatic cancer tissue are from bone marrow upon this GEM transplanted with bone marrow
from RFP mice.

Furthermore, in in vitro experiments, we recapitulated the CAF differentiation of bone
marrow-derived mesenchymal stem cells (MSCs) upon interacting with cancer cells. The gene expression
analysis at the single-cell level elucidated the activation of signaling pathways in MSCs towards
myofibroblasts differentiation and identified biomarkers detectin% CAFs from bone marrow-derived. It
is noteworthy that the stroma of human PDAC expressed the identified CAF markers and concluded that

we discovered a new path for developing stromal cells in pancreatic ductal adenocarcinoma.
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