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siRNA PPARy siRNA 26 £ I, LXRa #= ABCA1 #) & k3 R F%AK(P<0.01,n=3), &if ox-LDL @it
LOX-1 &R 7& PPARy # 3 i& MA@ L8 LXRa ABCA1 & & & ik | % % PPARY-LXRa-ABCA1 45 5 i@ 5% 49 8075 |
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[ ABSTRACT ] Aim To investigate the effect of oxidized low density lipoprotein (o0x-LDL) on activation of PPARYy-
LXRa-ABCA1 pathway via lectin-like oxidized low density lipoprotein receptor-1 ( LOX-1) receptor. Methods The
expression of liver X receptor & ( LXRa) and ABCAI was detected by stimulating J774A.1 macrophages with concentration
gradient ox-LDL (0~40 mg/L, 12 h), the expression of LOX-1 was detected by laser confocal microscopy and Western
blot, the transcriptional activation of peroxisome proliferators-activated receptor y (PPAR7y) was detected by double lucif-
erase reporter gene, the expression of LXRa and ATP-binding cassette transporter A1 ( ABCA1) protein was detected after
incubation with J774A.1 macrophages by LOX-1 siRNA and PPARYy siRNA silencing, ox-LDL (30 mg/L,12 h). Re-
sults Ox-LDL significantly up-regulated the expression of LXRa and ABCA1 in J774A.1 cells (significantly different from
the cell untreated by ox-LDL as control, P<0.01, n=3). LOX-1 overexpression of PPARy double luciferase reporter
gene system showed that ox-LDL increased the transcriptional activity of PPARy by LOX-1. LOX-1 siRNA and PPARYy
siRNA were treated with J774A. 1 macrophages, respectively, and LXRa and ABCA1 were expressed ( significantly
different from the cell untreated by siRNA as control, P<0.01, n=3). Conclusion Ox-LDL activates PPARYy tran-
scriptional activity by LOX-1 receptor, thereby upregulating LXRa and ABCA1 protein expression and activating PPARy-
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LXRa-ABCAT1 signal pathway.
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(liver X receptor o, LXRa) (ABCA1 553 [ ) 5% 5 Bl
P, B R R GA T AL fIE [ 0 5 s
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By WK A F B S EE AWK A & T Promega
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1.2 ox-LDL HI#I &
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EDTA # b8 M, @ELEN KA ME R F 8 CuSO, K
EDTA [ % , 3% 47 J5 W9 FF S HAT AR IR 48, )5 2
B A BCA #K 7] £ & MDA % 7] £ % ox-LDL #y
BEEREREMEERTIE, YR _BEREE 9.6~
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1.3 #ABEEEFE N ox-LDL iR B FE AL 1B

J774A.1 293T 40 f1 (2.5x10° A 48 f./25 em®)
kB3R 3% F 37°C 5%CO0, & 10% fs 4 fn 7% th &
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AN/ E EERT 6 A, TR AN A A A
BLR B ox-LDL B9 3% 3x ZESEAT R B AL 3B, B Rl &t
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MR A, ¥ 4T Western blot 41 247 .
1.4 LOX-1 K PPARvy 7 293T AR Fh i3 /i

Hr 4L F ot % 6y 293T 40 4 A 2.5%10° A/ FL By
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H 40 F 2 % B 293T 48 1 L 2.5%10° A4 I
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PPARy JfUbr DA flg BT 19 O A 2k 4% %2 N 293T 40 Jie
W, B 24 h 5 R TR PBS AR E 4 4
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NI A N R A, R E T HAEERERH
BT UE LOX-1 R & B0,
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F 24 5, FHRILE G, H Lipofectamine2000 %%
%% 7% pcDNA-flag-PPARy J& ¥ (350 ng) .PPRE-
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24 h &, ox-LDL LDL PBS | # %0 . 24 h, &
B, MEXRAEREXERLMN R &RIET
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Kik,
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W EE 2 04 fe F T4 8 PBS Wk 3 K, 2
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TRRSE, HE HAE 4CEHETHE —F
B (12 1000) 1 &, TBST 2% # % i 10 minx3
R, ZRmAHETHE ZHHER(CL: 1000) 1 h,
TBST it /€ j&, ECL & & & ot, Eld B e, @tk
JE AR X BB BAT I E 2T
1.9 FitFEHH

S5 Y DL xts k77, & A One-way ANOVA #
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EHGIHFEXL,

2 &% X
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SR B B G 12 A K A0 i P o 22 0 I [ 2
% HDL o, 1fij J5 76 T Wk R g, 7E Bt f  ABCAL
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P TCEIE T T ABCAl AR, A5
WMEE T 1E ox-LDL fEF N LXRa K ABCA1 Y% 1%
RGO, S5 R R, AR EE ox-LDL H3# 1774A.1
40 12 h J5 ,LXRa & ABCA1 iR iEM B FiF, H
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i, LXRa Sz ABCA1 (1% 3R 0 BRZH 43 | 5 4.5
&5 5 f5%(P<0.01;8 1),
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LOX-1 J PPARy M R IA AW 42 & (&1 2 A
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Figure 1. Expression of LXRa and ABCA1 under ox-LDL gradient concentration(n=3)
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Figure 2. Establishment of dual luciferase reporter gene detection model ( X600 )

2.3 ox-LDL 22 B LOX-1 X PPARy # Fi& MM
=AU

R 293T 4 it 37 19 X e S 28 il i 4 3 M R
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2.4 LOX-1 siRNA EFFEEMM S LXRa F1 AB-
CAl BIRIE

KT HE— K LOX-1 78 ox-LDL 4 § 1Y
PPARy #TE W AR, XF J774A.1 B W40 i o 47
LOX-1 T8k 5 ,30 mg/L ox-LDL YEF 12 h, Western
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1 PUERZH LOX-1 MY RIX B R TR T8 T 29 80%
(P<0.01) ,LXRa BYRIX T T4 70% (P<0.01) ,
ABCA1 IR T T 29 60% (P<0.01; & 4) ,
2.5 PPARy siRNA ER TE R # /G LXRa FA
ABCA1 HRE

NT 3 — 4 B FE LXRa 7E ox-LDL 41 5 )
PPARy G Hr B /R FH, XF J774A. 1 15 W 40 it ik £

A B

w
o

PPARYy siRNA JLERJ5,30 mg/L ox-LDL fEH 12 h,
Western blot /il LXRa Al ABCA1 YR K5, 45
AR, PPARy UTER G 2 38 BOR BT A RS T
77% ( P<0.01) ,LXRa F1 ABCA1 B8R 1368
PPAR~y siRNA {195 B8 41 i 25 P PR AIK, LXRa 3k
FEAR T 29 65% , ABCAT ik 2 K T 29 60% (P<
0.01;&5),
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A 4 LDL PBS il ox-LDL X} PPARy Hy%E S: 1 M09/, B 9 ox-
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Figure 3. Detection of PPARYy transcribe activity by dual luciferase report gene system(n=23)
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Figure 4. The protein levels of LOX-1, LXRa and ABCAL1 after LOX-1 silencing(n=3)
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Figure 5. The protein level of PPARy, LXRa and ABCA1 after LOX-1 silencing(n=3)
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LXRa-ABCAL fE S MM B X R, AWVFREE R
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S 1 LT 0 e 3 A A U 1) S A 40 v L
HAERH ., AFRERIE R T LOX-1 £F ox-LDL J5
Sl 0 40 I o v g VR R, Ry 4T T A W 44
Ji R AR %, LA K A S LA Sk S S A5 3R 9T Bh ik
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