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Spatio-temporal analysis of bladder cancer and tumor microenvironment by
two-photon excitation imaging in vivo

SANO, Takeshi
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Intravital imagin? of the mouse bladder with two-photon excitation
microscopy found that intravesical instillation of mouse bladder cancer cell line (MB49) induced
urothelial collective cell migration (uCCM). The src inhibitor dasatinib (i.v. and p.o.) and the FAK
inhibitor PF-573228 (i.v.) almost stopped the uCCM, which fact suggested that the uCCM was
dependent on the src/FAK signaling pathway. Surprisingly, the inhibition of uCCM by daily oral
administration of dasatinib significantly enhanced orthotopic MB49 bladder tumor development,
despite dasatinib inhibiting cell growth in certain types of malignancies. Subcutaneous injection of
MB49 resulted in a slight decrease in tumor growth with daily oral adnimistration of dasatinib,
suggesting that the uCCM fuctions as a defense mechanism against bladder tumor development.
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A newly discovered collective migration of urothelial cells: A potential defense mechanism against bladder cancer
development
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