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Establishment of lapatinib—resistant breast cancer and preliminary study on

the resistance-reversing function of metformin
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(1. Deptartment of Pathophysiology,College of Basic Medicine ,Chongqing Medical University;2. Department of
Thyroid , Pancreatic and Breast Surgery of the Second Affiliated Hospital of Chongqing Medical University)

[ Abstract]Objective ; To establish a model of lapatinib—resistance in breast cancer and explore the reversal effect of metformin on the
resistance. Methods : The model of lapatinib—resistance in breast cancer was established in vitro. The experiment cells were divided
into the parent group,blank resistance group,lapatinib group, metformin group and lapatinib—metformin group(n=3). CCK-8 method
was used to detect and calculate the resistance times of blank resistance group and the resistance—reversing times of metformin group.
The apoptosis rate and cycle of each group were detected by FCM,and the expressions of proteins related to PI3K signaling pathway
in each group by Western blot. Results . The sensitivity of cells to lapatinib in blank resistance group was lowered. ICy, values in the
parent group,blank resistance group,and metformin group were (2.64 +0.12),(11.21 £0.03),and (5.62 +0.13) pwmol/L respectively.
The drug resistance was about 4.25 and the reversal of drug resistance was approximately 2.0. Compared with the blank resistance
group , the cell proliferation index significantly decreased in both metformin group (0.73 £ 0.04 vs. 1.11 £0.02) (P=0.004) and the
lapatinib—metformin group(0.63 +0.06 vs. 1.11 +0.02) (P=0.031) ,while the cell apoptosis rate significantly increased in both metformin
group([(10.70 £ 0.76)%] vs. [(5.05 £ 0.59)%]) (P=0.007 )and the lapatinib—metformin group([(24.68 + 1.52)%] vs. [(5.05 £0.59)%])
(P=0.006). The expressions of PI3K signaling pathway—associated phosphorylated and non—phosphorylated proteins in lapatinib—

metformin group were lower than those in the blank resistance group. Conclusion : The lapatinib—resistant model of breast cancer has

been successfully established. Metformin can reverse the drug
EENE: £ 43, Email : 763284765@qq.com,

B3 T7 6y SUR R ot 26 JE mh A T
BIE1EE 51245, Email : €738741@126.com,
EeWH:BRARMAFEALTFTHAA (%45 :81201679),
58 H AR : http://kns.cnki.net/kems/detail/50.1046.R.20180704.1016.014.himl
(2018-07-04)

resistance of lapatinib in breast cancer cell by inhibiting the
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