©
2013 2015

TKI

Mechanism for EGFR-TKI resistance in lung cancer patients with mutation of
epidermal growth factor receptor
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The purpose of this study is establishment of biomarker based medicine. We
analyzed five samples of EGFR-TKI resistant materials, and detected EGFR T790M in two samples and SCLC
transformation in one sample. In SCLC transformation cases, the expression of neuroendocrine marker such
as NCAM and synaptophysin, was detected in small part of cancer tissue pre-treated by gefitinib,
immunohistochemicall¥. These data suggests that resistant mechanism for EGFR-TKI exist in early stage of
lung cancer. NGS analysis showed gain of gene copy in 5q, 9p, 14q(AKT1), 17q(ERBB2), 19p, and loss of
gene copy in 8q. In mucinous adenocarcinoma of the lung, next generation sequencing analysis showed
mutation of LKB1(STK11) and K-RAS. The analysis for copy number variation (CNV) showed copy loss in
FGFR3, NOTCH1, AKT1, and LKB1.

In conclusion, cancer heterogeneity such as mutation burden is suggested to be associated with resistant
mechanism for molecular targeted therapy.
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