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Real-time imaging and PDX based treatment strategy for poor-prognosis
mesenchymal-type colorectal cancer
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The latest subtypes of colorectal cancer (CRC) indicates that
mesenchymal-type (M-type) CRC has the poorest prognosis. M-type CRC cells has epithelial-mesenchymal
plasticity (EMP). However, it is difficult to monitor in real time dynamic EMP. Here, using a
reversible EMT-MET biosensor, we demonstrated that only M-type CRC has instinct EMP. Time-lapse
real-time imaging demonstrated M-type CRC cells survive chemotherapy and then they returned to
E-state after cessation of chemotherapy. In contrast, inhibition of EMP by EMT inhibitors
sensitized M-type CRC cells to chemotherapy. Furthermore, patient-derived xenograft (PDX) from
M-type CRC also had EMP, which worked during chemotherapy. In contrast, EMP of PDX was easily
inhibited by EMT inhibitors. Thus, real-time imaging and PDX model indicates that inhibition of EMP
of is an Achilles’ heel for poor-prognosis M-type CRC, thus would be one of the most effective
strategies for precision medicine.
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