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Research about the sorafenib resistance of hepatocellular carcinoma cells reversed by LY294002 through
blocking PI3k/Akt pathway WANG Qingging, LIU Jun, CAO Haogiang,et al. Department of General
Surgery , the First Hospital of Jiaxing, Jiaxing 314000 , China
[Abstract] Objective To explore the mechanism of PI3k/Akt signal pathway activation in sorafenib resistance of
hepatocellular carcinoma (HCC) and evaluate the reversal effect of PI3k inhibitor 1.Y294002. Methods The
PI3k/Akt signaling pathwaymolecules, epithelial-mesenchymal transition (EMT) markers and Bax expression in
sorafenib resistant HCC cells were detected by westernblot after different measures. CCK-8 and Transwell assay
was used to detect the Huh7R cell proliferation activity, migration and invasion ability after dealt with low
concentrations of sorafenib combined with LY294002. Results Compared with the parental Huh7 cells,the PI3k
and p—Akt expression of Huh7R was significantly increased,the expression of PTEN was significantly decreased.
The epithelial marker E-cadherin expression was decreased,while the mesenchymal markers as N-cadherin,
vimenti, snail ,slug expression were increased. After dealing with LY294002,the expression of Snail,Slug, Vimenti
and N-cadherin were decreased in time and dose dependence. Low concentrations of sorafenib combined with
LY294002 decreased Huh7R cell wviability and inhibited the migration and invasion potential of Huh7R.
Conclusion  Long—term sorafenib exposure induce PI3k/Akt signaling pathway activation and promote EMT in
HCC. LY294002 reverse EMT in Huh7R through
DOI; 10.13558/}.cnki.issn1672-3686.2016.06.004 inhibiting ~ PI3k/Akt  signal  pathway  activation.
HEWH. WA - h R D AEER AR R LY294002 can synergize with low concentration of
TR RI H (2013T301-12.2013T301-15) 5% 2% i R4 i1 sorafenib to reverse HCC  sorafenib resistance and
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1.1 Segpbkl RiFEE P8 E Bayer 20 W) 42
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K7 &5 (cell counting kit—8,CCK-8) i H A [A]{~
A2 S BT A 7= s FHF Western blot SEEGHTIA (PI3k,
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e e
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DR a8 I EAT DR IS M 8
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FLAR ISR W B 7, B L IHEE 2, SE g 4 i A
LY294002 1% & A A ik B R i 3E 2 (0.1 pmol/L |
2 pwmol/L .4 . mol/L .6 . mol/L.8 . mol/L .10 w mol/L,

12 w mol/L) B 5% M4 IS RS2, 7 & 48 h;
FRAARFR 1:10 FiR i CCK-8 FIJC I ¥ 55 2 3L IR A
SRIGEHLIMA 100 W 1IRAW, W8 1 h, EbRUAE
450 nm PEAADIE WEBEAE (A) SR E5 R . # DA
IR LY294002 FIRFAERAEH T, M
AN A A DT TR R B 1V B (the half-
maximum inhibitory concentration, IC50 ME.
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HLI VR A% 3 R A IR S B 1 o AR %k 2 T B
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3, MASTRI A —HEREBEE 1 h, RI5H
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