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Development of Novel Therapies Targeting Cancer Stromal Stem Cells that Survive
Long-Term in the Pancreatic Cancer Microenvironment
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We generated 17 lines of pancreatic cancer PDX. Tumor tissues were stained
with epithelial and stromal markers, and stromal marker-positive cells were sorted by FACS and
analyzed by next-generation sequencing. From the results of the analysis, we identified gene X that
was highly expressed in the long-succeeded PDX. The expression of gene X in cancer cells of the same

PDX was analyzed, and it was found that gene X was not expressed in cancer cells at all, but only
in stromal cells. Next, we performed immunostaining for gene X using tumor tissue of the same PDX,
and found that gene X was expressed only in some stromal cells of the tumor. In order to start the
development of therapies targeting gene X, we generated antibodies against gene X and constructed

CAR molecules. The CAR-T cells were generated by gene transfer to T cells, and their anti-tumor
effects were examined.
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Cancer Stem Cells: CSCs
CSCs

Reya et al. Nature, 2001, Batlle et al. Nat Med, 2017 CSCs

tumor associated macrophage: TAM

Cancer associate fibroblast: CAF

Epithelial-
Mesenchymal Transition: EMT
Calabrese et al. Cancer Cell, 2007
Mesenchymal Stem Cells: MSCs
Karnoub et al. Nature, 2007, Mishra et al. Can Res, 2009
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