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Biological roles of dysregulated Hippo pathway on cancer stem like function
during the tumor progression of gastroenterological cancers
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ATP binding cassette subfamily B member 1 (ABCB1) is an ATP-dependent drug
efflux pump for xenobiotic compounds with broad substrate specificity. It is responsible for
decreased drug accumulation in multidrug-resistant cells and often mediates the development of
resistance to anticancer drugs. Thus, ABCB1 plays an important role in the chemoresistance of cancer

cells, and is known as a cancer stem cell transcription factor. Hyperglycemia induced ABCB1
expression, and it was also upregulated by YAP/TAZ overexpression in pancreatic cancer cells.
Conversely, knockdown of YAP or TAZ attenuated ABCB1 expression compared to controls. Indeed,
pancreatic cancer cells cultured with hyperglycemia displayed accelerated chemoresistance response
to gemcitabine and oxaliplatin. YAP/TAZ inhibitor successfullg overcome the chemoresistance. These
findings indicate that hyperglycemia promote chemoresistance by upregulating ABCBl expression via
YAP/TAZ overexpression in pancreatic cancer cells.
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