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A treatment strategy targeting ERBB2 to overcome chemoradiation resistance in
muscle-invasive bladder cancer
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In this study, we aimed to develop a treatment strategy targeting ERBB2 to
overcome chemoradiation (CRT) resistance in muscle-invasive bladder cancer (MIBC). We evaluated
ERBB2 expression in MIBC patients treated with CRT and demonstrated that ERBB2 overexpression was
associated with CRT resistance and unfavorable cancer-specific survival. A ERBB2 inhibitor
trastuzumab and a HSP90 inhibitor ganetespib showed inhibition of proliferation in bladder cancer
cell lines (UMUC3, T24 and 5637), Inactivating ERBB2. In mice UMUC3 tumor xenografts model,
ganetespib combined with radiotherapy more effectively inhibited tumor growth than ganetespib or
radiotherapy alone did. Our results suggest ERBB2 and HSP90 could be the targets to improve the
outcomes of MIBC patients treated with CRT.
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Months after treatment
Number at risk

All 119 52 23
ERBB2-negative MIBC 74 37 14
ERBB2-positive MIBC 45 15 9
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