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Between November 2016 and May 2019, 16 EML4-ALK fusion gene-positive
patients were enrolled following disease progression on first- or second-generation ALK inhibitors.
Blood samples were collected in all patients, and re-biopsy was performed in 12 patients. Paired
samples of pre- and post-ALK-TKI treatment were collected in 10 patients and next-generation
sequencing was performed. Among the 12 patients undergoing ALK-TKI-resistant biopsies, 6 (50.0%) had

secondary mutations. The most common ALK resistance mutation was G1202R (2 cases), and the
remaining ALK resistance mutations included: G1269A, L1196M, V1180L, and F1174L. The characteristics
of patients with secondary mutations were mostly males (83.3%), non-smokers (50%), or light smokers
(33.3%), and all patients pretreated with alectinib. Of the 4 patients (66.7%) with secondary
mutations were treated with lorlatinib, a third-generation ALK-TKI, and all patients had a response
to lorlatinib.
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