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Development of metabolic-targeting therapy for overcoming resistance to
EGFR-TKIs in non-small cell lung cancer cells
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This study aimed to identify the metabolic profile relevant to
EGFR-TKI-resistance and develop targeted therapies for the altered metabolic signature. Especially,
we focused on the development of metabolic-targeting therapy for overcoming resistance to the
third-generation EGFR-TKI, osimertinib.
We established osimertinib-resistant cell line (EOSR) by using HCC827 lung adenocarcinoma cell line
harboring the EGFR-activating mutation. As a result of metabolic profiling with capillary
electrophoresis time of-flight mass spectrometry, EOSR cell line showed higher concentration of
fructose 1,6-diphosphate and lactic acid compared to HCC827 cells, suggesting metabolic signatures
indicative of enhanced glycolysis. Significant gains in the expression of only one gene of the
hexokinase family was also detected in EOSR cells. A combination of a competitive glycolytic
inhibitor, 2-deoxy-D-glucose, and osimertinib restored osimertinib sensitivity in the EOSR cells
showing glycolysis dependence.
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