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[ ABSTRACT] Aim

Oxidized Low Density Lipoprotein;

Monocyte Chemoattractant Proteir 1;  Cyto-

To observe the effects of dehydroepiandrosterone on expression of monocyte chemoattractant proteirr 1

(MCP-1) induced by oxidized low density lipoprotein ((ox-LDL) in vascular smooth muscle cells, and investigate whether its mech-

anism has something to do with the catalysis of the cytochrome P450 aromatase ( CYP19) .
plasmid with or without CYP19 into cultured vascular SMC respectively by lipidosome transfection.
Using the method of RT-PCR, Realtime PCR, ELISA, the gene and protein of MCP-1 ex-
Results Compared with the group stimulated by ox-LDL, the secretion level of
MCP-1 was obviously reduced after given ox- LDL and DHEA ( P< 0.05) .
in the groups of transfected plasmid with or without CYP19 ( P> 0. 05) .

stimulated with ox-LDL and DHEA.

pression levels of each group were detected.

LDI: induced MCP-1 expression in vascular SMC, which may be one of the mechanisms of its antiatherosclerosis.

is not mediated by CYP19.
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(CYP19) fy 5k A1 25 [ % B8 5k T IfL 8 SMC H, 45
T ox-LDL 55 2 DHEA F3Ua , 18 i o I 41 A 7
MCP-1 &S W DHEA & 7538 558 55 1k i Ak i 2%
TRAFETT As 1EH .
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F64F 1 7 M 199 3% 75 & . DMEM/F12 3% 7 # Fo
OPTFMEM % 5 # 4 B Gibco /2 5; DHEA 1 B Fluka
/& ; Lipofectamine 2000+ 5| 4771 Trizol 4 & Invitrogen
/v E]; M-MLV 3 # B . Olig( dT') #7 Realtime PCR i,
718 1 & Toyobo /A &]; ELISA i 7| & 14 E Biosource
NE, TNEEFRARIKAE E Omega A F;
ox-LDL #2 pEGFP-C3 Jf ki 1 A g £ b ¥ %o 2 2
#; PCMV-CYP19 Jfi A1 F1 PCMV Ji kr i 3 B Ao M A
% Conley # 1% B! .
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£ 24 R A, 4 Al B F T & E 8 i F SMC,
FEHEBEMAEEESFH0.5%x10° AL 1.0 x 10°
ANLA1.5 % 10° ANL.2. 0% 10° AL, & f % E & <
L, M199+ 10% fs 4 &R 7 24 h 5 x££,
J{ OPTFMEM TG ifn 7 3% %= 2 & ik 3 % #% . ¥ pEGFP-
C3 AL DNA 5 % 443X 5| Lipofectamine 2 000 2 A A
100.5.1: 1.1 2.1: 2.5.1: 3 % 1: 4 J/f OPTFMEM # %
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EER2h FHARATERSIRA, RAEHTHA:
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1. MEFBNMBEERGE LRI R M g
FRIIEIARNE, TONRALECEE T 4RE( 100 %) o

2.2 RREYmRREBAZAREAER | EENRIE
CYP19+ ox-LDL #H A1 X} B i %7 + oxLDL 41
MCP-1 mRNA ) RIE = T HE & H(P< 0.05), 1M
CYP19+ ox-LDL+ DHEA ZH 5 %} f& )i ki + ox-LDL+
DHEA 4% MCP-1 mRNA AL B %7 (FR
.
2.3 HLMEPEZMABETER | EEANRIE
CYP19+ ox-LDL+ DHEA £ 5 %} B8 fiki+ ox-LDL
+ DHEA 4L MCP-1 BAREKFLHEER
(&1,

Marker 1 2 3 4 5 6

100bp
200bp

300bp
400bp
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2. BB ZMEEYED | FEREAMER KT
e Sk 1 9 CYP19 4,2 4 CYP19+ oxLDL 28, 3 4 CYP19+ ox
LDL+ DHEA #H, 4 9t BEBORIZ, 5 Xt UKL+ o LDL 41, 6 At
I8 ki+ ox LDL+ DHEA 4H.

F1. NEFBNAMAZMAMBELES InRNA EEB
Rk

a5 @ mRNA HH(ng/L)
CYP19 41 1925 £113* 44.4%5 1
CYP19+ oxLDL 4 2 613 £301 47.7%5.0%
CYP19+ oxLDL+ DHEA #H 1 822 £220® 19.3%3.4
of 8 L 4 1 714 £173% 44.9 £3. 5¢
X TR BB+ ox LDL 41 2 387 244 49.5%5. 1
XF IR B+ ox LDL+ DHEA #1 1 914 2266™ 22.5%6.5°

a N P< 0.05 5 CYP19+ oxLDL ZHEL#; b A P< 0.05, 5xt IR
$i+ oxLDL 41EL#E; ¢ 9 P< 0.05, 5 CYP19+ oxLDL+ DHEA 4tk
B d N P< 0.05, 5XFBFR+ ox LDL+ DHEA 4 L.
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AT FULE T AR e Be 4B L MCP-1 (1) R IEAE T A8
7R, L ox-LDL 15 A il K &, W% DHEA 7
As KA FEF R SMC MCP-1 21k 7K F H 521,
K1 B DHEA £ 89 ] e AL A 90 45 SR 90, fa
F 50 mg/L ox-LDL EH T L% SMC 24 h J5, 7] LA &
23 MCP-1 mRNA /KR IE . FF% T 50 me/
L oxLDL LA % DHEA 1EH 24 h J5.MCP-1 mRNA ]
FIk B E A, 39 DHEA RS 3] ox-LDL % S 1)
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i it B 4k N ME A B K . Simoncini 251 IR &,
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el B R7 o I B B I R A2 A A ) B .
Zapata 2% J B, DHEA g% i85 H458 ps3 Al p21 £
FIL, BRI Rb 25 I BERR 1k, AT 00 i) N I % ik P9 2
ST (3G 58, S LI — 3 R AR AN A T e e R R
Wz . Williams 8 &% 3, DHEA 38 i o S 1 22 4
T-TR40 AL AME 5 T 8 1( ERK-1) BEER AL, M40
HINZRIME SMC 38 E, e A 2 = i
e K 2 R B W, 5 4h, Furatama 25 AN
DHEA F¥I1E F Pl R i I B 82 5 40 il b e 55 1Ao7 i A
g5 5] Kk, SHASNE AL HARE %,
T BERLE L SMC 1, DHEA 2 75 2l il %
TR MERER R TR S HL BT As MITEH, AT CYP19
IR FAA R I AR AL e B AR AP R B I SMC
t, 45 F ox-LDL BRI DHEA 55t 84%, &0 MCP-
1 BIRIE/KF. G0 DHEA 2381t 40 o Ml i i &=
MR As 1EH, fEm & CYP19 40 i+, DHEA
KEFHWNMERERSZ, WL As 15 RZ & T %
EYH M. T RATT B &5 R B, CYP19+ ox-LDL +
DHEA 45 %F fE i B+ oxLDL+ DHEA 4 Eb4 it
REEFKTFEREE KT, MAZERKRE ST
B, $E7R DHEA 1T BEAS @ of e I 2 52 14008 B% R 4%
HAMZRRL, MRA e 53 B S A= EE
BHx.
[ &% k]

[1] Ross R.
340: 115-126.

N Engl Med, 1999,

Atherosclerosis —an inflammation disease [ J] .

(2]

[4]

L3l

L7]

[9]

[10]

(1]

[12]

[13]

[14]

Chen YL, Chang YL, Jiang MJ.
tein expression in atherogenesis of hyperholesterolemic rabbits [ J] .
sis, 1999, 143: 115.

DHEA and sport [ J].

Monocyte chemotactic proteirr 1 gene and pro-

Atherosclero-

Corrigan B.
241.
PordovA-dutoit I, SulcovAJ, StArkaL. Do DHEA/DHEAS play a protective role
in coronary heart disease [ J]? Physiol Res, 2000, 49 (Suppll): s43-s56.
THENE, BUAkER, WALeRE. UEREER SR R E A S R
B AN T VCAM-1 FIMCP-1 RIAm[ ] AaAE kK FEFR
(EZHR), 2006, 24 (3): 166-168.

Conley A, Mapes S, Corbin CJ, Greger D, Walters K, Trant J, et al.
parative approach to structure-function studies of mammalian aromatases [ J]. J
Steroid Biochem Mol Biol, 2001, 79 (1-5): 289-297.

Zdrojewicz 7, Ciszko B.
importance and the role in human body [ J].
(6): 835854.

Vatalas TA, DionyAsteriou A.  Adrenal C19 steroids and lipoprotein levels in
healthy men [J].  Nuwr Metab Cardiovasc Dis, 2001, 1 (6): 388393.

Silvestri A, Gambacciani M, Vitale C, Monteleone P, Ciaponi M, FiniM, et al.

Clin J Sport Med, 2002, 12 (4): 236

A conr

Dehydroepiandrosterone ( DHEA ) -structure, ~ clinical
Postepy Hig Med Dosw, 2001, 55

Different effect of hormone replacement therapy, DHEAS and tibolone on endo-
thelial function in postmenopausal women with increased cardiovascular risk [ J].
Maturizas, 2005, 50 (4): 305311.

Hayashi T, EsakiT, Muto E, Kano H, Asai Y, thakur NK, et al.  Dehydroe-
piandrosterone retards atherosclerosis formation through its conversion to estrogen:
The possible role of nitric oxide [ J].  Arterioscler Thromb Vasc Biol, 2000, 20
(3): 782-792.

Simoncini T, Mannella P, Fornari L., Varone G, Caruso A, Genazzani AR.
Dehydroepiandrosterone modulates endothelial nitric oxide synthesis via direct
Endocrinology , 2003, 144: 3 449-

genomic and nongenomic mechanisms [ J] .

455.
Zapata E, Ventura JL, De La Cruz K, Rodriguez E, Damian P, Masso F, et
al.  Dehydroepiandrosterone inhibits the proliferation of human umbilical vein

endothelial cells by enhancing the expression of p53 and p2l, restricting the
phosphorylation of retinoblastoma protein, and is androgerr and estrogenreceptor
independent [J]. FEBS J, 2005, 272: 1 343353.

Williams MR, Ling S, Dawood T, Hashimura K, Dai A, Li H, et al. De
hydroepiandrosterone inhibits human vascular smooth muscle cell proliferation i
dependent of ARs and ERs [J]. J Clin Endocrinol Metab, 2002, 87: 176
181.

Furutama D, Fukui R, Amakawa M, Ohsawa N.  Inhibition of migration and
proliferation of vascular smooth muscle cells by dehydroepiandrosterone sulfate

[J].  Biochim Biophys Acta, 1998, 1406 (1) : 107-114.

(@t S )





