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Development of a new treatment strategy for HER2-alterated lung cancer
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We conducted sensitivity testin? and investigated the mechanism of acquired
resistance using lung, gastric, and breast cancer cell lines for several HER2-targeting agents, and
reported the results in several English papers. In addition, we confirmed the sensitivity of a novel
HER inhibitor, Tarloxotinib, and 1dentified a new resistance-related mutation, HER2 exon C805S,
involved in resistance using Ba/F3 cells transfected with HER2 mutation, which was reported in an
English paper. A new afatinib-sensitive HER2 mutation spectrum identified in the LUX-Lung8 study,
which evaluated the efficacy of the EGFR/HER2 inhibitor afatinib in patients with squamous cell lung
cancer, was introduced into the Ba/F3 cell line and its pathogenicity and drug sensitivity were
investigated and reported in an English paper.
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(1) Takeda T et al., YES1 activation induces acquired resistance to neratinib in HER2-
amplified breast and lung cancers Cancer Sci 2019:111:849-856
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(3) Hamada A et al., In vitro validation study of HER2 and HER4 mutations identified

in an adhoc secondary analysis of the LUX-Lung 8

Cancer 2021:162:79-85
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