(®)
2015 2016

ALK

Comprehensive analysis_of resistance mechanism against ALK inhibitors and
treatment strategy against such resistance mechanism
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Previous preclinical and clinical studies have identified various resistance
mechanisms, such as secondary mutations in the ALK gene and the activation of bypass tracks. In the
current study, novel ALK secondary mutations including 11171T/N and G1123S were shown to confer

resistance against crizotinib, alectinib and ceritinib. Furthermore, we showed that MET
amplification might mediate alectinib resistance, which could be overcome by crizotinib, a first
generation ALK inhibitor. These findings are important for the optimal treatemnt strategies to

overcome resistances against ALK inhibitors.
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