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Classification of pancreatic ductal adenocarcinoma based on niche factor
dependency with single cell analysis and organoid
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Pancreatic ductal adenocarcinoma is characterized by stromal hyperplasia,
which is known to increase malignancy via cancer-stromal interactions. The relationship between
differentiation type of pancreatic cancer and stroma is still unclear. In this study, we aimed to
clarify the influence of the stroma on pancreatic cancer. We established organoids from human
pancreatic cancer tumors and classified them into poorly differentiated, intermediate
differentiated, and well differentiated types according to the differentiation level, and found that

the differentiation level tends to depend on niche factors produced by cancer-associated
fibroblasts. In addition, well differentiated tumors, which were more dependent on niche factors,
showed increased expression of genes related to mevalonate Bathway and were more sensitive to
mevalonate metabolism inhibitors, suggesting that they may be useful as targets for subtype-specific
therapy for pancreatic cancer.
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