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The mechanism of polarity switching in the cluster of human colorectal
adenocarcinoma during the process of metastasis
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The metastatic mechanism of the cancer cells cluster remains unclear. In
this study, we showed that the apical-out status of colorectal cancer cells might be advantageous
during the extravasation step of metastasis through discharged ROS from the apical membrane of
cancer cell clusters. In addition, CFTR inhibitorl72 was identified as a candidate compound that
inhibits the polarity switching from apical-in to apical-out. In order to focus on the therapeutic
strategy to inhibit metastasis through polarity switching, we used MPC-organoids. MPC-organoids
exhibited apical-out polarity, even when embedded in the extracellular matrix (ECM). We identified
Factor-X, a cytokine that can mitigate the apical-out polarity of MPCs in ECM. Combination of
Factor-X and anticancer drugs enhanced drug sensitivity in vitro. In summary, this project is
expected to elucidate the metastatic mechanism of cancer cell clusters and to demonstrate the
possibility of inhibiting metastasis by polarity switching.
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