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Development of surgical treatment strategies for intrahepatic cholangiocarcinoma
targeting the Warburg effect using PDOX models
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The aim of this study was to develop therapies targeting the Warburg effect
and to investigate the mechanism using a patient-derived xenograft (PDX) model.
The PDX model could not be achieved within this study period due to the low viability of the graft
specimens. On the other hand, we explored biomarkers focusing on the regulation of glucose
metabolism including the Warburg effect, and found that glutathione perdoxidase 4 (GPX4), a
regulator of ferroptosis, stratified the prognosis in patients with intrahepatic cholangiocarcinoma
after surgery and was also identified the association with glucose metabolism. In vitro and vivo
studies, we revealed that GPX4 inhibition suppressed tumor progression and expression of markers of
glucose metabolism, and further demonstrated that regulation of glucose metabolism by GPX4 may be
mediated via Akt-mTOR pathway.
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