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The activation of SFK contributes to the resistance to second and third
generation EGFR-TKIs

Murakami, Yuichi

3,200,000
(EGFR)
2 3 EGFR-TKI
EGFR-TKI
Src SFK)
SFK EGFR-TKI 2 3
EGFR-TKI SFK
1 EGFR-TKI 2
3 EGFR-TKI
2 3 EGFR-TKI 2 3 EGFR-TKI

Most non-small cell lung cancer patients with EGFR mutations benefit from
treatment with EGFR-TKIs, but the clinical efficacy of second and third generation EGFR-TKIs is
limited by the appearance of tumor drug resistance.

We characterized two independent resistant sublines, one selected by drug resistance to a second
EGFR-TKI, afatinib, and also another selected by drug resistance to a third generation EGFR-TKI,
osimertinib. These resistant sublines showed decreased expression of EGFR and increased expression
of SRC family kinase (SFK). Treatment with SRC siRNA or an inhibitor of SFK blocked cell growth and
Akt phosphorylation in them.
Together, the study presents SFK activation could be one key mechanism responsible for acquired drug
resistance to EGFR-TKIs, also that combination with SFK-targeted drug could be useful to modify
drug resistance to EGFR-TKIs.
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