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MiRNA-200b reverses drug resistance of hepatocellular carcinoma HepG2 cells to

sorafenib and its underlying mechanism
DENG Yong, TANG Tenggian, ZHANG Leida Department of Hepatobiliary Surgery, First Affiliated Hospital,
Army Medical University ( Third Military Medical University) , Chongqing, 400038, China

[ Abstract | Objective To explore the effect of miRNA-200b on sorafenib resistance in hepatocellular
carcinoma cells in order to increase the efficacy of the drug in advanced liver cancer patients. Methods
Sorafenib resistant hepatocellular carcinoma HepG2-SR cell line was established by gradually increasing the
concentration of sorafenib in the culture medium. The expression of miRNA-200b in HepG2-SR cells, HepG2
cells and miRNA-200b transfected HepG2-SR cells was detected by real-time fluorescence quantitative assay
(RT-PCR). In HepG2-SR cells before and after transfection, sorafenib sensitivity was detected by CCK-8
assay, migration and invasion abilities were detected by wound-healing assay and Transwell assay, cell
apoptosis was measured by flow cytometry, and expression levels of epithelial mesenchymal transition ( EMT)
markers were studied by Western blotting. Results  Sorafenib resistance was significantly higher and
expression of miRNA-200b was significantly lower in HepG2-SR cells than HepG2 cells. Transfection of
miRNA-200b mimics resulted in significantly increased miRNA-200b expression, decreased ICy, of sorafenib,
reduced cell migration rate and cell invasion, enhanced apoptosis and increased expression of E-cadherin but
decreased expression of N-cadherin and Vimentin. Conclusion MiRNA-200b reversed sorafenib resistance of
HepG2-SR cells by inducing apoptosis and inhibiting cell proliferation, migration, invasion and EMT.
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0.01 wmol/L 7k J& i 15 57 2 4i I it 57 , SR 5 18
R R B R PR JE W B (MRIKR 0. 03.,0. 05,
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W BRI RGF% 28 A7 T A0 AE B 5% b il B Gk 3 70%
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SV EE S E miRNA-200b 235 /K F- % 274 sk kAT
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GCAGTATTA-3'; ;2 U6 I 51%), 5’ -CTCGCTTCG-
GCAGCACA-3', F % 2] 1, 5'-AACGCTTCACGAATTT-
GCGT-3',
1.4 %mpe 47 miR200-b mimics

HepG2-SR i ffl## F75fLA b, B A 37 C,5%
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1.5 CCK-8 #-m) 4m i 75 M

¥ HepG2, HepG2-SR % Ji5 &5 52 45 v i Yu 23 (4 X
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FF 75 AL AR H, 24 40 A 325k 3 90% LA E S,
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1.7 Transwell 412 £& 52 5

B 4 CodimiA, 5 3 A5 AR R JC i i B 7
FIRAEEE A Transwell /N2 (6.5 mm F4%,8.0 um
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£7F 100 pL Binding Buffer, i A 5 pL. PE Annexin V
S wL 7-AAD, 5B G 2 R 2 W 15 ming fif A 400 wlL
Binding Buffer J5 _F ALK
1.9 Western blot #-]
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B R ZRH 1.5 mL EP &, 4% 1209 Ll imA 2x
SDS PAGE |H#EZZ #hifi, 100 °C4xJ@ 14 10 min, B it
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[ J50 5 AL R AR DGR 5 490, E-45 K 2 [ ( E-cadherin ) , N-
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RhoA i ] {1 37 e A8 A= 15, w5036 P9 200 e v o 557 7Y
R K R TR AR R (R . AT BT 4
Rt 51245 R — 8 TR R B AEJE il 2511 HepG2-SR 4
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