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Metabolism change plays a critical role in tumor progression and malignancy,
but how regulation of metabolism contributes to cancer cells” responses to chemotherapeutics
remains to be fully elucidated. In this study, we showed that compounds, which mobilize
intracellular calcium, impair mitochondrial functions and reduce cellular ATP levels, were enhanced
the glioma-suppressive efficacy by autophagy inhibition. Furthermore, using a patient-derived
xenograft model, we demonstrated that chloroquine, a pharmacological autophagy inhibitor,
dramatically enhanced the glioma-suppressive efficacy of compounds selected in this study. These
results suggested that inhibition of autophagic metabolic regulation makes glioma cells susceptible
to disturbance of calcium homeostasis. Our findings propose a novel therapeutic strategy in which
calcium-mobilizing compounds are combined with autophagy inhibitors to treat glioma patients.
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