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[ ABSTRACT] Aim To test the hypothesis that Pioglitazone decrease CD40L expression in hypercholesterolemia rabbit aor-
ta. Methods 15 male healthy New Zealand rabbits were randomly divided into three groups: control group ( n= 5)was fed

with normal diet for eight weeks; high cholesterol group was fed with higlr cholesterol diet for eight weeks; Pioglitazone treatment

group ( n= 5)was fed with high cholesterol diet for eight weeks supplemented with Pioglitazone [ 3 mg/(kg*d)] from the fourth

week of cholesterol diet.

(LOX-1) mRNA was evaluated by reverse transcriptiorr polymerase chain reaction ( RT-PCR) .

perplasia and smooth muscle cells proliferation in rabbits fed with highr cholesterol diet were decreased.

CD40L was detected by immunohistochemistry, lectirr like oxidized low density lipoprotein receptor-1

Results  Aortic intimal hy-

Pioglitazone could im-

prove high density lipoprotein and decrease the expression of CD40L and LOX-1 mRNA in hypercholesterolemia rabbits aorta.

Conclusions Pioglitazone can inhibit the upregulation of LOX-1 i hypercholesterolemia rabbits aorta and decrease CD40L ex-

pression.
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These observation provide novel insight into a potential novel antiinflammatory and antiatherosclerosis pathway of thiazo-
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£ | Trizol X7 & A & E 30 B 5 F R BE
RNA, ¥ # % 3575 ¢-DNA. LOX-1 mRNA L5475 -
CAA GAG GCT CTG AAG AGA ATG G-3’, T#5|#
5’-TAT GCA CAG GTG CCT GAA GG-3’, =#yk 344
bp; GAPDH mRNA £ % 3|4 5-GCG CCT GGT CAC
CAG GGC TGC TT-3, T # 3| # 5-TGC CGA AGT
GGT CGT GGA TGA CCT-3', =47 4 465 bp. 1.5
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MPIAS-500 & V& i B A % m B/ X4 R AT A
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RER &4 TC.LDLCHDLC 1 TG 48 & &+ 1E & Xt
HH(P< 0.01) . HEA%ZIER 05 TG A B F %, B
TGii2E GHDLC BT &, S mlg ik g4 th i
BREEZSF(P< 0.05); 1 TC F1 LDLC J& B & &
B(F 1)

F= 1. MAgEkETL

9 W TC LDLC TG HDLC

B R 0.8630.16  0.2330.04  0.4630.07  0.4570.08
ER e 26. 42142230 2. 4t2.4*  2.14F0.260  1.3530.19°
AtAE 51 B 2E 25.9832.17* 23,01 £1.58* 2.3730.17* 1.7140.31®

aN P<0.01, SIEFXRALE; b P<0.05, SmlgREdlii.
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PR . PPARY 24K N7 B A 2 Rl AL R AKN
— LL{IEHE SR B PPARY J8 It #0012 2% 22 (Rl (1) R IA kS
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BNFREM I TNF-a 5 316 2 32 30 bk 4 5z 40 i % ik
LOX-1 5Z 4, T PPARa #sh 713 A X F{EF . Mehta
261 BVSE S PPAR Y 45 751 ot % 471 B e 410 1) b8 480 1
B = A e 5 A AR TR BUR 1) e sk R 7 i R 7 KB
S5, AT e T AR 98 BRI A2 2T ok A A4 s 38 R 5 1)
Tk DHBEHEN ox-LDL 383 LOX-1 SZ {A&¥3% CD40/
CD4O0L 15 518 6, 1 ALt 4% 371 R mT G 36 sk 400 i) if 2 48
Ml LOX-1 32 4R 1A T 98I ox- LDL 3 T ) CD40L
A1 CD40 ik, R4 K ILZ B 51 BH FEAE As
KB ELWEH L CD40 J2 CDAOL ik . A B 5% % i1
73— PPARY 330 71) 2 4% 71| Bl B B M1k OB B IR v
56 4R S I 2 0 BB I3RS sCDAOL vk ™ . X st
W 7L 457~ PPARY B30 71 ge #1i] CD40/ CD4OL %8 JiE
(ERspils®

R, AW FTUE 5 & AR AR B Re R 3 3 ik
CDAOL FiA 1 I, % CDAY CD40L 4 e {5 5 18 1K,
TXFPE A AT B 3 LOX-1 52 44 Sk S B 14, 17 bk A%
HV A AT RE I N R = R IE MR LOX-1 mRNA )
Fk, $H| CDAO/ CDAOL {5 538 2% [ B, 1% 4 BH Wy
BN T 0I5 RRE R SR M 5347, 5 &) = e
ME R As HIBERE.

[ &E 3]
[1] Hakkinen T, Karkola K, YlaHerttuala S.
endothelial cells, and T-cells express CD40 and CD40L in fatty streaks and more

Macrophages, smooth muscle cells,

[2]

[3]

[7]

L8]

[10]

[11]

[12]

[13]

advanced human atherosclerotic lesions.  Colocalization with epitopes of oxidized
low=density lipoprotein, scavenger receptor, and CD16(FegammaRIIT)[J].  Vir-
chaws Arch, 2000, 437 (4): 396-405

Schlnbeck U, Libby P. (D40 signaling and plaque instability[ J] .
2001, 89: 1092-103

FEgRa, FRoETt, KR, & FL fAHT, FLSEWE.  CDAL I maRIs
SAREROEIHLBENRALT. 7 B &, 2001, 9: 409-
412

Schbnbeck U, Sukhova GK, Shimizu K, Mach F, Libby P.
signaling limits evolution established atherosclerosis in mice[ J].
Sci USA, 2000, 97: 7 458463

Berliner JA, Heinecke JW.
[J].  Free Radic Biol Med, 1996, 20: 707-727

Sawamura T, Kume N, AoyamaT, Morisaki H, Hoshikawa H, AibaY, et al.
Nature, 1997,

Circ Res,

Tnhibition of CD40
Proc Natl Acad

The role of oxidized lipoproteins in atherogenesis

An endothelial receptor for oxidized low-density lipoproteins| J] .
386: 7377

Li D, Mehta JL.
tion of monocyte chemoattractant proteirr 1 and monocyte adhesion to human coro-
nary artery endothelial cells[ J].  Circulation, 2000, 101: 2 889-895

Li D, Mehta JL.  Upregulation of endothelial receptor for oxidized LDL ( LOX-1)

by oxidized DL and implications in apoptosis of human coronary artery endothelial

Antisense to LOX-1 inhibits oxidized LDI-mediated upregula-

cells evidence from use of antisense LOX-1 mRNA and chemical inhibitors[ J] .
Arterioscler Thromb Vasc Biol, 2000, 20: 1 116-122

Garlichs CD, John S, Schmeisser A, Eskafi S, Stumpf C, Karl M, et al. Up~
regulation of CD40 and CD40 ligand ( CD154) in patients with moderate hyper
Circulation, 2001, 104: 2 395400

Dayuan Li, Ling Liu, Hongjiang Chen, Tatsuya Sawamura, Mehta Jl.. TOX-
1, an oxidized LDL endothelial receptor, induces CD40/CD40L signaling in hu-
Artertoscler Thromb Vasc Biol, 2003,

cholesterolemia[ J] .

man coronary artery endothelial cells[ J].
23: 816-821

Lemberger T, Desvergne B, Wahli W.
tors: a muclear receptor signaling pathway in lipid physiology[ J] .
Cell Dev Biol, 1996, 12: 335363

Chiba Y, Ogita T, Ando K, Fujita T. PPARY ligands inhibit TNF-at induced
LOX-1 expression in cultured endothelial cells| J] .
mun, 2001, 286: 541-546
Mehta JL, Hu B, Chen JW.

coronary artery endothelial cells by reducing intracellular superoxide radical gen-

Peroxisome proliferator-activated recep~

Annu Rev

Biochem Bigphys Res Com-

Pioglitazone inhibits LOX-1 expression in human

eration[ J].  Arteriosclerosis, Thrombosis, and Vascular Biology, 2003, 23:
2203
R, REL sk T RMBIT A PR SIS As KB CD40 A

CD4OL RIEMIFM[)].  LHES, 2005, 28 (5): 281-283
Marx N, TImhof A, Froehlich J.
CDA40L in patients with type 2 diabetes and coronary artery disease[ J] .
lation, 2003, 107 (15) : 1954957

Effect of rosiglitazone treatment on soluble

Circu-

(UEXCotE CEH





