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Based on genomic alterations in adenocarcinoma in situ and minimally
invasive adenocarcinoma, the mechanism of early lung carcinogenesis was clarified (Haga et al, Nat
Comm, 2023). Oncogene alterations were found to function in the formation of early lung tumors, and
mutations in cancer suppressor genes were found to function in the malignant transformation of early

tumors. Global DNA hypomethylation and associated copy number changes and large-scale structural
changes were inferred to contribute to malignant transformation. Novel oncogenic mutations were
found among RET gene mutations, and their activation and oncogenic potential were demonstrated to be
suppressed by RET kinase inhibitors. In conclusion, point mutations in the RET gene contribute to
carcinogenesis of multiple cancer types, including lung cancer, and are therapeutic target

molecules.
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