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Development of novel therapeutic agents targeting cancer-associated fibroblasts
(CAFs) via suppression of fibrosis in pancreatic cancer.

Araki, Kenichiro
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Cancer-associated fibroblasts (CAF) are responsible for fibrotic stroma and

promote cancer progression. Conophylline (CnP) extracted from the leaves of a tropical plant reduced

liver and pancreatic fibrosis by suppression of stellate cells. We showed that CAF stimulated
indicators of pancreatic cancer malignancy, such as proliferation, invasiveness, and
chemoresistance. CnP suppressed CAF activity and proliferation, and inhibited the stimulating
effects of CAF on pancreatic cancer cells. CnP decreased the various cytokines involved in cancer
progression, such as IL-6, IL-8, CCL2, and CXCL12, secreted by CAF. In vivo, CAF promoted tumor
proliferation and desmoplastic formation in a mouse xenograft model, CnP reduced desmoplasia of
tumors composed of pancreatic cancer cells + CAF, and combination therapy of CnP with gemcitabine
inhibited tumor proliferation. CnP is a therapeutic strategy of combination therapy with anticancer
drugs to overcome refractory pancreatic cancers.
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Conophylline inhibits pancreatic cancer progression via suppression of cancer promoting
cytokines produced by cancerassociated fibroblast.
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