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Histone deacetylase inhibitor LBH589 inhibits the growth and metastasis of basal-like breast cancer
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(Department of Biochemistry and Molecular Biology, Tianjin Medical University Cancer Institute and Hospital; National Clinical
Research Center for Cancer; Key Laboratory of Cancer Prevention and Therapy, Tianjin; Tianjin’s Clinical Research Center for Cancer;
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Abstract Objective: To investigate the inhibitory effect of histone deacetylase inhibitors LBH589 on the growth and metastasis of basal—
like breast cancer. Methods: The effects of LBH589 on the proliferation, migration and invasion of human breast cancer cell line MDA -
MB-231 and mouse breast cancer cell line 4T1 were determined by MTT assay, colony formation assay and Transwell assay.The effect of
LBHS589 on epithelial -mesenchymal transformation was detected by RT-qPCR and Western blotting. The abdominal mammary fat pads
tumor—forming model of 4T1 breast cancer cells was established in Balb/c mice,and LBH589 was intraperitoneally injected to observe the
effect on the tumor—forming ability of 4T1 cells and visceral metastasis. Results: Compared with control group,in vitro results showed that
LBH589 significantly inhibited the proliferation(¢=11.37,P<0.05;¢=18.18,P<0.05 ), colony formation ability (¢=7.76,P<0.05;:=15.22,
P<0.05), migration (t= 8.8,P<0.05;t=18.0,P<0.05),and invasive ability (1=8.24,P<0.05;:=15.99, P<0.05 ).Compared with control
group , LBH589 upregulated the expression level of epithelial marker CDH1 mRNA (1=7.33,P< 0.05) ,and inhibited mesenchymal marker
VIM,FN1 mRNA (¢=5.57,P< 0.05;¢ =6.3,P<0.05) and protein(t=8.37 ,P<0.05;1=11.3,P<0.05).In vivo results showed that treatment
with LBH589 significantly inhibited tumor growth and lung metastasis. Conclusion:LBH589 can inhibit the proliferation and metastasis of
basal-like breast cancer, which has potential clinical application value.
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