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Exploration of predictive molecular biomarkers for acquired resistance
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During the study period, we could not identify pre-treatment molecular
biomarkers that predicts the acquired resistance mechanisms to EGFR-tyrosine kinase inhibitors
(TKIs). However, we observed that the mechanisms by which cancer cells survive in the early stage of

EGFR-TKI exposure differs depending on the type of TKI, and that RYK is one of the mechanisms. We
also examined inter-tumor heterogeneity of acquired resistance mechanisms to EGFR-TKIs in the same
patients. We observed that two different resistance mechanisms have developed, depending on the
metastatic sites, in about half of the patients.

In addition, during the study period, several novel molecular-targeted agents have been developed
for lung cancers with MET exon 14 skippin? mutation, KRAS G12C mutation, EGFR and HER2 exon 20
insertion mutations (and some have been already approved for clinical use), therefore, we also
explored acquired resistance mechanisms to these agents.
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