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Investigation of tumor suppression mechanism by TME reprogramming using
pancreatic organoids

CHIJIIWA, Yoshiro
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By comparing pancreatic stellate cells (PSCs) derived from patients with
pancreatic cancer and chronic pancreatitis, we were able to demonstrate at the in vitro / vivo level
that suppressing ERAP2, which was upregulated in cancer-derived PSCs, can convert tumor-promoting

PSCs to a quiescent state, resulting in suppressing tumor growth and fibrosis levels.
Furthermore, the effects of the tumor microenvironment (TME) on pancreatic organoids (PDOs) were
examined, and it was shown that the PDO phenotype is maintained by niche factors secreted by
cancer-associated fibroblasts (CAFs), and that well differentiated PDOs were also shown to
upregulate the expression of mevalonic acid pathway-related genes in correlation with niche
dependence.
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