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HER2 target therapy for multidrug-resistant small cell lung cancer

KI1JIMA, TAKASHI
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Small cell lung cancer (SCLC) is highly malignant because it easily acquires
multidrug resistance. We have found that HER2 is upregulated on the cell surface of SCLC cells when they
become multidrug-resistant. A HER2 tyrosine kinase inhibitor lapatinib recovered the sensitivity of
chemoresistant SCLC cells by inhibiting the function of drug-efflux pumps ABCBl1 and ABCG2 which were
expressed on them. On the other hand, an anti-HER2 antibody trastuzumab exerted significant antitumor
activity toward HER2-upregulated chemoresistant SCLC cells mainly via antibody-dependent cell-mediated
cytotoxicity (ADCC) mechanism. Moreover, we treated two patients with HER2-positive relapsed SCLC by
trastuzumab plus irinotecan combination therapy and confirmed the antitumor efficacy and safety in this
clinical setting. These findings indicate the possibility of HER2 as therapeutic target to overcome
multidrug-resistance of SCLC.
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Trastuzumab-based chemotherapy for
HER2-positive refractory relapsed
small-cell lung cancer (from bench to
bed side) 12
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