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The effect of chlorpromazine on the migration of BT-B cellsin bladder cancer

LU Yi', YU Jia—xi*, LIANG Zheng?
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Medical University, Tianjin 300052, China)

Abstract Objective: To investigate the effect and mechanism of chlorpromazine(CPZ) on the migration of bladder cancer BT-B cells.
Methods: The MTT,wound healing and Transwell migration assays were used to determine the growth and migration of BT-B cells with
different concentrations of CPZ treatment. Western blotting and RT -qPCR assays were used to determine the protein and mRNA
expressions of Yes—associated protein 1(YAP1) and Ras-associated protein 1A(RAPIA ). Immunofluorescence assay was used to verify
the effect of CPZ on the sublocalization of YAP1. Plasmid transfection experiment was used to verify the regulatory relationship between
YAP1 and RAPIA and epithelial-mesenchymal transition (EMT ). Results : CPZ inhibited the growth(¢=11.53,P<0.001;:=35.83,
P<0.000 1;£=36.1,P<0.000 1;:=194.6,P<0.000 1) and migration of bladder cancer BT-B cells(1=5.80, P<0.01;:=7.43,P<0.01;
1=5.13,P<0.01;1=6.61,P<0.01;¢=18.51,P<0.000 1;:=19.04,P<0.000 1). Compared with the control group,the expression of
YAP1(¢=6.12,P<0.05;:=7.64,P<0.05) and RAP1A (1=4.87,P<0.05;:=8.30,P<0.05),and the mRNA expression levels(¢=21.13,
P<0.001;¢=40.59,P<0.001) of them were significantly decreased after treated with CPZ. Compared with the control group, the fluorescent
expression of YAPI was weaker with CPZ treatment at 2 hours. Compared with the control group,overexpression of YAPI significantly
increased the protein expressions of RAP1A(¢=9.05, P<0.05) , EMT-related molecules N—cadherin and Slug+snail (1=7.24, P<0.05 ;1=
5.57,P<0.05), while the expression of RAP1A protein (1=4.36, P<0.05) , N-cadherin protein and Slug+snail protein(1=4.50, P<0.05;
t=4.49,P<0.05) were significantly decreased after the knockdown of YAP1. Conclusion: CPZ can inhibit the migration of bladder
cancer by regulating RAP1A through YAP1. CPZ may be a new option for treating bladder cancer.
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Fig1 Effect of chlorpromazine on migration ability of BT-B cells
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Fig 3 Effect of CPZ on the mRNA expressions of YAP1 and
RAPI1A in BT-B cells
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