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Hippo pathway interaction

Interaction between Hippo pathway and cancer microenvironment in pancreatic
cancer.
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Hyperglycaemia is an initial symptom in patients with pancreatic ductal
adenocarcinoma (PDAC). Metabolic reprogramming in cancer can induce epithelial-mesenchymal
transition (EMT). The biological impact of hyperglycaemia on malignant behaviour in PDAC was
examined by in vitro and in vivo experiments. Hyperglycaemia promoted EMT by inducing metabolic
reprogramming into a glycolytic phenotype YAP/TAZ overexpression, accompanied by GLUT1
overexpression and enhanced pAkt in PDAC. In addition, hyperglycaemia enhanced chemoresistance by
upregulating ABCB1 expression and triggered PDAC switch
into pure basal-like subtype with activated Hedgehog pathway through YAP/TAZ overexpression.
Knockdown of YAP and/or TAZ or treatment with YAP/TAZ inhibitor abolished EMT, chemoresistance and a

favourable tumor microenvironment even under hyperglycemic conditions in vitro and in vivo.
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