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EGFR Overexpression Activates the AKT Signaling in Primary Hepatocytes. Xu Junnan,He Yifei ,Wang Kejia ,Zhu Xiaotong ,Chen Yux-
ta,Liv Zhimin ,Zhang Weiping. The Second Military Medical University ,Shanghai 200433 ,China

Abstract Objective To prepare EGFR recombinant adenovirus, and examine the activation of PI,K — AKT pathway in primary
hepatocytes by EGFR overexpression. Methods Mouse EGFR ¢DNA was first cloned into the shuttle vector pShuttle — CMV, then re-
combined with pAdEasy — 1 plasmid in E. coli strain BJ5183 to obtain the pAd — EGFR vector, which was then transfected into 293 A cells
for viral package. Huh -7 cells and mouse primary hepatocytes were infected with adenovirus Ad — EGFR and examined EGFR expression
of and AKT phosphorylation by Western blotting analysis. Results We successfully prepared EGFR recombinant adenoviruses, and found

that EGFR overexpression activates PI, K — AKT pathway in primary hepatocytes. Conclusion The established EGFR adenovirus vector

may provide a useful tool in investigating the role of EGFR in liver biology.
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DR 2% T B 0 LI . FR AT AdBasy™ &
Ge, IR T A R A A SRR IR B Ad - EG-
FR, J 4k 28 % A BT 58 EGFR 75 785 25 I %0 v 1) 15 1
B T AR
5% 3k
1 Yarden Y. The EGFR family and its ligands in human cancer. Signal-
ling mechanisms and therapeutic opportunities [ J]. Eur J Cancer,
2001, 37(Suppl 4) :S3 - S8
2 Hayase Y, Higashiyama S, Sasahara M, et al. Expression of heparin
- binding epidermal growth factor — like growth factor in rat brain
[J]. Brain Res,1998, 784 (1 -2) :163 - 178
3 Huang HS, Nagane M, Klingbeil CK, et al. The enhanced tumori-
genic activity of a mutant epidermal growth factor receptor common in
human cancers is mediated by threshold levels of constitutive tyrosine
phosphorylation and unattenuated signaling [ J].J Biol Chem, 1997,
272(5) 12927 - 2935
4 AiZ, WangJ, Wang Y, et al. Overexpressed epidermal growth factor
receptor (EGFR) — induced progestin insensitivity in human endome-
trial carcinoma cells by the EGFR/mitogen — activated protein kinase
signaling pathway [ J]. Cancer,2010, 116(15) ;3603 - 3613
5 Zhang Y, Xie Z, Zhou L, et al. The zinc finger protein ZBTB20 reg-
ulates transcription of fructose — 1,6 — bisphosphatase 1 and beta cell
function in mice [ J]. Gastroenterology,2012, 142(7) ;1571 - 1580
6  Lambotte L, Saliez A, Triest S, et al. Effect of sialoadenectomy and
epidermal growth factor administration on liver regeneration after par-

tial hepatectomy [ J]. Hepatology,1997, 25(3) :607 - 612
- 21 -



e B

J Med Res,Dec 2013 ,Vol. 42 No. 12

Natarajan A, Wagner B, Sibilia M. The EGF receptor is required for
efficient liver regeneration [ J]. Proc Natl Acad Sci U S A,2007, 104
(43):17081 - 17086

Lupberger J, Zeisel MB, Xiao F, et al. EGFR and EphA2 are host
factors for hepatitis C virus entry and possible targets for antiviral ther-
apy [J]. Nat Med,2011, 17(5) :589 - 595

da Cunha Santos G, Shepherd FA, Tsao MS. EGFR mutations and
lung cancer [ J]. Annu Rev Pathol 2011, 6:49 - 69

ceptor — A is overexpressed in human hepatocellular carcinoma due to
EGFR - mediated dysregulation of RNA splicing factors [ J]. Cancer
Res,2013, 73(13) :3974 - 3986
Schiffer E, Housset C, Cacheux W, et al. Gefitinib, an EGFR inhib-
itor, prevents hepatocellular carcinoma development in the rat liver
with cirrhosis [ J]. Hepatology,2005, 41(2) :307 —314
(W5 H#.2013 =07 -24)
(f& W H 1 :2013 -08 -30)

10 Chettouh H, Fartoux L, Aoudjehane L, et al. Mitogenic insulin re-

Al St T B R AL A AR B S B 5 i R
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FgrE w4 B

wOE OB I R A KBRS I 405 R TR S A il 6 9 Bk W (bronchoalveolar lavage fluid, BALF) i £ v 1 47 48 ity
( polymorphonucear leukocyte, PMN) T 43 bt &% Ifil 3¢ 3L J5i 43 J& 5 [ 9 (matrix metalloproteinases 9, MMP —9) £ 21 3% i 4> J& 78 [ il
P44 P — 1 (tissue matrix metalloproteinase inhibitor — 1, TIMP — 1) & , 447 BALF s 40 i & 4> b5 MMP -9 % TIMP — 1 i
MM RIGEIRE Lo FiE MM SD KR 36 HEAHL A 3 A . A B X A (n=12) BRI AL 2h 4 (n =12) IR 1 4K 6h 21
(n=12) o 25 X B2 R R e ok i 2 A2 B 46 7K (0. 1ml/kg) 6h J5 W 2% o I 7R 3 455 20 K B2 # Dk 22 18 1 5 Tl 2 (OA,0. Iml/kg)
2 .6h JEWEE, DL AR 15 5 0K B PE I R 5 A T, LR Bk DU 8 A o S BE T il 40 405 3R A 22 AR 4k L) K I 443 7R (PaO,) |
fili ¥/ TE L (W/D) (LK MMP -9 Hl TIMP - 1 & & K&l i v b Mok i 80 v b B8R BT, 55 AXRA K,
T TR 3 A 2 R U 4 4T UL I B I S 2k AR o 2h B 6h R 3 A 40 PMN% 1A B T, PaO, B B K, 1QA K W/D I 2 JH, (P
5 <0.01) ;13 MMP -9 & & 8] 5 FF 5 (P <0.001) , I3 TIMP — 1 & & 8] WK (P <0.05) [fiL MMP -9 & & 5 PMN% ¥ &
T BE ARG I TIMP - 1 & 55 PMN% ¥ 2 @ AARG . G586 IR il & S0t M 45 495 I RS 780 i 36 39 U ik PMIN% B & T 5
M3 MMP -9 & & B 8 &, TIMP -1 & & B B AL, M3 MMP -9 TIMP — 1 55 fili /3 3 Uk W PMN% 52 &5 B AH OC M 5 A ) af 2%
MMP -9 TIMP — 1 A B T 2t Jifi 453 05 14 055 B2 W7 IR 97, DA i PR 201 i 463 403 1912 W7 3R 97 B 1005 42 3t 3 D)y 57 B8 T A7 HE 4
)G 7 9 R AR A

X4 MMP-9 TIMP-1 PMN &4

Correlation between BALF and MMP -9 and TIMP -1 in Acute Lung Injury Model of Rat Induced by Oleic Acid. Deng Xiaohui, Tian
Wei,Xue Qiang. Department of Senile Disease ,Beijing Jishuitan Hospital,Beijing 100035, China

Abstract Objective To detect the percentage of polymorphonucear leukocyte(PMN% ) in bronchoalveolar lavage fluid( BALF) and
the levels of matrix metalloproteinases 9( MMP - 9) and tissue matrix metalloproteinase inhibitor - 1( TIMP - 1) in plasma of acute lung
injury model of rats induced by oleic acid to analyze the clinical meaning and Correlation between BALF and MMP -9, TIMP - 1. Methods
36 male SD rats were randomly divided into three groups: normal control group (n =12), oleic acid model control group for 2h (n =12)
and oleic acid model control group for 6h (n =12). With the slow tail vein injection of oleic acid (OA, 0.1ml/kg) of rats in oleic acid

model control group, rats in normal control group were injected with sodium chloride (0. 1ml/kg). The observation and measurement indi-
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