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Role of yes-associated protein in resistance of HER2" breast cancer to lapatinib
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[ Abstract | Objective To construct a lapatinib-resistant breast cancer cell line, and to study the role
and underlying mechanism of yes-associated protein ( YAP) in Hippo signaling pathway in the process.
Methods The drug-resistant cell model of human breast cancer was established by gradually increasing the
dose of drug and repeated intermittent high concentration inducing. After lapatinib treatment, the parent cell
line Skbr3 and the drug-resistant cell line Skbr3- LR were detected by CCK-8 assay for drug resistance index,
crystal violet staining and plate colony for cell survival, and quantitative PCR for the expression of epithelial
mesenchymal transformation (EMT) markers. The expression of YAP/TAZ at mRNA and protein levels were
measured by quantitative PCR and Western blotting, respectively. After verteporfin was used to block the

downstream pathway of YAP in Skbr3-LR cells, CCK-8 assay was employed to measure the cell viability to
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obtain ICs,, cell crystal violet staining was performed to count the number of survival cells, and the change of
YAP expression was be detected by quantitative PCR and Western blotting. Results  The results of crystal
violet staining and plate colony showed that there were more survival cells in the Skbr3-LR cells when
compared with the parent Skbr3 cells. The drug resistance index was 3. 61 pwmol/L in the parent Skbr3 cells,
and was increased by 8 times in the drug-resistant Skbr3-LR cells (29. 26 pumol/L). Compared with the
parent cells , the expression level of the marker of epithelial cells, E-cadherin was decreased, while those of
mesenchymal markers, Twist, Vinemtin, N-cadherin, and of YAP/TAZ were increased in the drug resistant
cells (all P<0.05). And Western blot assay also indicated the enhanced expression of YAP and p-YAP
proteins (P <0.05). After the Skbr3-LR cells were treated with verteporfin, the ICy, to Lapatinib was
decreased from 11.25 to 2.98 pwmol/L, by 4 times, and there were less survival cells and the expression of
YAP was decreased (P<0.05). Conclusion The lapatinib-resistant model of breast cancer Skbr3-LR cells

is successfully established. And the mechanism of cell resistant to lapatinib may be associated with the
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abnormal expression of YAP protein.
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P 2 BRI ) SR B B e W 25 R A TE YAP 1 S
WA AE . PR, A9 R FH B A0 IR ik 5 s vk
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(CKO4) g 5 H AR [FH= /A7), — H LK ( dimethyl] sul-
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%l GraphPad Prism 5.0 1 SPSS 20. 0 #474511
o3t IR 3 K B xxs Kon . A
FEBCR BRI R T 225347, PR I B LL R I ¢ A6 5o
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LA RAEHTTT , ik 28 RSz i 25 JE A g v 0 A o
s A M M G S 30 S 7, B R e T B A S, 4
JHfO B T S AR (L5 2 AR A L, o e
TiE 245 B R 400 1) SRR AR . GIEP] Skbe3 T 24 RS  F 2
ABIEFEEE R Wk, AR 8] S AL A 45 B Twist | Vinemtin
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