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Overcoming treatment resistance based on metabolic properties of EGFR gene
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We compared various EGFR gene mutant cell lines using multi-omics analysis
and discovered the proteins, genes, and metabolic pathways that serve as the basis for treatment
strategies specific to each EGFR mutation. SLC1A3, which is involved in glutamate transport, is
highly expressed in EGFR inhibitor-resistant cells, suggesting the possibility of overcoming
resistance with its inhibitor or glutaminase inhibitor. Single cell analysis showed immune-related
signal and DNA metabolic changes upon exposure to an EGFR inhibitor. In addition, high SOD1
expression was observed in an ALK-mutant cell line resistant to an ALK inhibitor (alectinib),
suggesting that this inhibition may overcome resistance. It is hoped that these findings would lead
to further therapeutic effects of molecular targeted drugs.
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