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Suppression of E2F1 by lapatinib induces synergistic antitumor effect of
capecitabine in HER2 positive breast cancer

Murata, Takeshi
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HER2-targeting agent lapatinib plus the oral fluoropyrimidine, capecitabine, is
an effective treatment option for trastuzumab-refractory HER2-positive metastatic breast cancer. This
study indicates that lapatinib has a synergistic antitumor effect with capecitabine from downregulation
of TS which is mediated by the major transcription factor E2F1. We showed not only the molecular
mechanism of lapatinib and capecitabine, but also possibility of the interaction between lapatinib and
gemcitabine or anthracyclines from the result of downregulation of RRM1 and TOP2A by lapatinib. Our
findings provide a rationale for clinical evaluation of combination chemotherapy with lapatinib and
gemcitabine for breast cancer with HER2 amplification.
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