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In this study, we investigated the biological functions of a HER2 mutation

(G776S mutation) of unknown pathological significance, which was detected together with APC
mutation in a case of colorectal cancer by clinical sequencing. Transfection of the HER2 G776S
mutation alone slightly increased HER2 kinase activity, but did not activate HER2 downstream
signaling or alter the cell phenotype. However, the HER2 G776S mutation was shown to have strong
oncogenic potential when accompanied by loss of APC function. In addition, afatinib, a pan-HER
tyrosine kinase inhibitor, suppressed tumor growth in xenografts of HER2 G776S-transfected colon
cancer cell lines. These findings suggest that this HER2 mutation may be a potential therapeutic

target.
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