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ERK1 2{5518%7E OX —LDLiESHIIN & g 2HRE
TLR4 mRNAZRL HRI{EF
k. kAR Hek, TAA, ERE 2R
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WE. A6 BT ERKL 25 S B E L YEIR S AR E S (0X — LDL)VE 3 9 M T H3 L0 A (VSMCs)
TollBE&Z & —4 (TIR4) mRNARZFMIER. F# RAMPREIER KR VMCs ERMRHEERER (0X —
LDL)% PD98059 ( ERK1 /25 5 #4371 )WE I R Rl RT —PCRA& I VSMCs TLR4 mRNA 3535, il W estem
blotting#& M ERK12BEERV /KPR 254K, 4%  OX —LDL{H VSMCs ERK1/2BEER 1K /K FFF & PDIS059 41 i)
ERK1 /28521 : OX —LDLME VSMCs EVE TLR4 mRNA B335 (P<<0 05); PDISOSI MM /5 TLR4 mRNA
i FR B OX —LDLAEREAE I TR (P<<0. 05), %4  OX —LDLiid sk ¥/ it ERKL/2{5 51T
VSMCs TLIR4 mRNA 3Rk,

BRI SRS RERE AL AT I LA EALVE IR B E AR 1 TollbE3Z 1k —4 ERK1/2
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Role of ERK 1/2 pathway in the oxidized low density lipoprotein induced

TLR4 mRNA expression in vascular smooth muscle cells

XU Bin ZHANG Yanbin > XU Xuguang WANG Dajie PAN Defen. LIDongye

(Deparment of Cardiology A ffiliated Hospital of Xuzhou M edical College Xuzhow Jiangsu 221002, China)

Abstract Objective To investigate the rle of ERK1 /2 pathway in the Toll— like receptor4 (TLR4) mRNA ex-
pression in vascular snooth muscle cells (VSMCs) induced by oxidized low density lipoprotein (OX —LDL)- M ethods
VMCs were isolated from the thomcic aorta of rats by explant technique TLR4 mRNA expression in VSMCs stinula-
ted with OX —LDL and PD98059 (ERK1 /2 specific inhibitor) were detected by RT—PCR. The variations of phosphoryl-
ation levels of ERK1/2 were detected by W estem blotting Results OX —LDL up— regulated the phosphorylation of
ERK1/2 PD98059 down " regulated the phosphorylation of ERK1/2 the expression of TLR4 mRNA was up— regulated
by OX —LDL stinulation in VSMCs (P<<0. 05), while itwas din inished by PD98059 preincubation as compared to OX
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—LDL stmulation alone (P<<0. 05). Conclusion
—LDL at least in part via ERK1/2 pathways

The expression of TLR4 mRNA in VM Cs could be mediated by OX

Key words athersclerosis snooth muscle cells oxidized low density lipoprotein; Toll— like receptord ERK1 /2
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W, MOkZ fIEE R TLRATE ASHITE A
PR R E T EEERY, APR S EHEN
FARE EIEE T (OX —LDL)% VSMCs TLR4 mR -
NAZEEU R0, 3N ERK1 /2(5 B 50 R i 5
WLk

L ##F7E

L1 A DMEM#EFREE (GibeoNH] )i BG4 LG
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] ); OX —LDL(BpFIEERL K AL 2 2t = ): 1l
FPR P B REWHERBEI ) Rt KR
FRK1/2, p—ERK1 /2, B—actin—#7 AL H P4 HF
WA IR ) PDIS05I (ERK L /2 1 ity
FE PRI SignaAHE] ),
L2 it
L2 1 KEREINK VMCsHEFE MY SD KR
(R IMEE 2 Be e ga sh oot ). 200~250 o Wik
REFE . B E SR LA Bk 5 55 T 20062
IR DMEM . BT 37C | 50 CO. BFhIg 3%,
SKRIGT LN N A L b €, 10K )5 H I #
BN, WATLLE 1004 IE RS DMEM f£1t,
AR 2 BT e 525 R IZE o —SM
actin—PLEEE N VIMCs BUERK RIFRIEE 44840
PR F S50 e bl T oS FLES AR N . A0 R A &
JGs A% O 54 JRAEIMIE R DMEM 3535 e 4k sk £ 55
24 h AL T Go /G A
1L 22 Wesem blottingTﬁ?mﬂ ERK1/2%E§1£7K$
SEER Sy 34 (n=3), SHEXT 4], OX —IDL4
(50 mg /L)1 OX —LDL+PDI80594 (PDIZ059 40
Fmol/LTMEE 1 b 4R OX —IDL 50 mg/LI
W) 45 min JEWCEE R, AR SRR SR AR B
BUEEH Lowyik#HTEARE R, PAEFL 50 te b
FE. 25 124 SDS—PAGE B3k, SIS B 31K,
L 23 RT—PCREKM TLR4 mRNA fKF 3£
B3 541 (n=3), Oz a3t 4l: @ 0X —LDL4L
(i OX —IDL 50 mg/L, 6 h/FU&E4uH ): © oX —
LDL+PD98059 10 tmol/L4L ( PDI8059 10 Imol/L
MR 1 b ARJ5 1 OX —LDL 50 mg/LEI. 6 his
W ): @ OX — LDL 1 PD98059 20 tmol/L 40
(PD98059 20 Mmool LTHMEE 1 b AR5 OX —LDL
50 mg /LI ¥k 6 hJE &4 ): © OX — DL+
PD98059 40 mol/L4H (PDI8059 40 tmol/LTHFE
1 h R OX —LDL 50 mg /L. 6 hJ5 440
M), S RNA$E Trizolif 77 & 158 BH 45 00 25 BRAR ER,
FRAAE 4 Mg RNAR A Pramega A F]—24% Ace
cess RT —PCR ZZHITIR V., RNVIKZEN 25 ]
AMV /Tfi 5 X e whifg 5 41 dNTP 0. 5 1 || R
s 0.5 11 AMV skl 0.5 1 TfiDNA %
A 005 11 RNAKESS 1 #1 25 mmol/L MgSO,
L5 14 OB KRN &, TIRABIYFS. 1IE
Y 5'—GCC GGA AAG TTA TTG TGG TGG T—3"
&K 5'—ATG GGT TTT AGG CGC AGA GTT T—
3L FHT I Bk 356 b NS H O 3

BRI AU (GAPDH )3 |#1F%1 . 1E Xl 5'—TCC GCC
CCT TCC GCT GAT G —3:Jx L.k 5 —CAC GGA
AGG CCA TGC CAG TGA —3; Tt K iy 340
bp §HIZE, 95C AT 45 ¢ 54CE K 45 ¢ 72C
SEAH 1 m i JEFF 35 M, AR5 TZCHEM 2 min, B
2 1 PEIAE L SABREREEER . 90 VERIK 30 min
EHMT TMELER HBIHMRATFLE R, nage TER
SIRFTIC R R B K £ AT 2 B M. TLR4 AN
GAPDH F't 4% i U {H 3R mRNA (4 A & 3R 38 7K
-, SEEGMSIER 3K,

L3 sitsam® A SPSS 13 031745114
Mr S ABIE L, xTFon, SARBRBIRZEF
FERER P HL R R 7 225381 (One —way ANOVA ), 4
[ HIE EL R e, P=<<0. 05 22 5324 B 31k,

2 & R

2 1 OX—IDL% PD98059z¢ VSVICs ERK1 /28 Bk
KFe%H 50 mg/L OX —LDLANK T VSMCs
A ERKL/2BERR 10 K-8 A 3t BB A0 B T s (P
<<0. 05), ¥ 40 tmol/L PDISOSOTME 1 h/5. OX
—IDL%ES#) ERKL/2BERR {0 KV T s 1] 36 43 10
1. DB PDIS0SY AT LA A ERKL/ZBEERIL (P <
0.05), W%k 1

% 1 OX—LDLFI PD98OS9YER T ERKL/2
BERRALKEZE A (n=3, xLs)

FE Il p—ERK /ERK
25 X B 0. 19940. 001
0X —LDL4 0. 944 0. 008"

0X —LDL+PD98059 4 0. 44140. 0057

Hrspat A e, P<<0. 0555 OX —LDLALL#H. P
<0. 05

2 2 OX—IDL% PD98059 3¢ VSMCs TIR4 mRNA
REEn SEAMNEYAE VMCsEESR TIR4 mR-
NA O FREREZRIA ;s IIN OX —LDLALFE 6 h 5. TLR4
mRNA {FR B2 B (P<<0. 05), FiIEmA 34
WRERY PDISOSI TR E VMCs 1 b U] OX —LDL
FHEE0 VIMCs TLR4 mRNA ik i a] #5734 .
HHKEE PDIBOSI Y B /) - i i VE F g (P
0.05), W#E 2
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& 2 OX LDLJK PD98059%f VSMCs TLR4 mRNA
RIBMFEMW (n=3 xTs)

4 il MCP—1/GAPDH
EEX A 0. 25340, 017
OX —LDL4 1. 32540, 030°

OX —LDL+PD98059 10 t+mol/L41 0. 7800, 012°
0X —LDL+PD98059 20 ttm ol /141 0. 428 0. 007°

0X —LDL+PD98059 40 tmol/L4H 0. 40740, 0057

2 AR B4R, P<0. 05 55 OX —LDLALHA: . P
<0. 05

53 i

ASR—FR e RAER B 1 TLRAA S 1 %95
YA AE Y 1 BT ASTE R B BRI AL H
By R e A e R s T — U,
ASEEEL R fEAE A OX —IDL, OX — LDL A3 f
TIR 45 Sl e dt Az g etk & — 1 (MCP—
Ly, M AMEERT 7 —1(VCAM — 1)Fn 4 s [a) 26
Bt/ L(ICAM — L)AFA 3Rk, DA RK R AL E
WA A AN T b B 40 i 1) LA P R S %, B8 A TR
TP I OX — LDL #E—B{dEsh ki ke i AL,
HITERL, BRIEZAh, TIRAEA ASEEH AR e vEA
X, BRI, S NKEFEBRE L N 52 40 TLR4
MEFRETURE ASRER ARz ",

OX — LDL A %5 5 £ Fh I & BE 40 fR 2 TIR4
HEEANT ASIER, MAEFEI4IRE AS 20
R SERE R T WARII BE R S F . Yang 2 A
R E KD FFE RIS VIMCs &I, TIRAG S
W RENS (R T VM CsHE L M 56 R A, T 5 2(
VSMC TR AL R 7 A 5 40 i IR 7, 76 I R
K ASHIRAE RBESREPREETER, B0
T, VSMC sl S5 B A2 ASTERLH) — =
. ATRE R ASTERAIRIN 2 —, ZF I EREE S|
2 VSMCsHY R, (A2 Sasus VHF5E R BUME I EE
RN, 206 o 2Ed TIRVESH S8
FESIESZBRAY {3 TR A 30 ) 371 AE 4% 1] 55 B FH. 11 5%
LR B 1) VM CsHEBH,

R RN REF AR BIIKA VM SCs3Rik
mRNA Z@f TLR4A, TLIRAEEE 73T MD —2 D) e 41 i
Ko eptht Cpld, ZFEEHAT A TIRA
Lps™ i gk = 4™ OX — LDL t m] {2
TLRA#g ek " (B ML M R A, AR 9236 v IF
HARGHNN VIMCsth A TIR4 mRNA B3R5,
N OX —IDLHE G VMCs TLR4 mRNA ) 3 2 B
BARE, 7EMIERE FR . ERK 1 /2FH Wi PD9I8059

BELIT ERK1/2 1% 5% S8 i, FH OX — LDL #I3%
VSMCs TLR4 mRNA By ZAFHm i dB i, Bt
JEEH OX —LDLi ERK1/2i%5 VSMCs TLR4 mR -
NAf F ik, B2 PDIS05Y A fE 52 4 FHL I TLR4
mRNA A 3R5E [ I HEDN i A5 LAt A5 = % 5 % 2
i TLR4 mRNAf)3RE, HAF TS5,
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