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(=] HY BHihd S BR8P0 15075 572 /K § ( peroxisome proliferator-activated receptor J,
PPARS) 7F Ifil A& ~F- 1 JJL4H i ( vascular smooth muscle cells, VSMCs ) i R £k isf F2 v 5 45 FH S v] BB BIL T
Jiik A 2P RS 2 7 AR VSMCs ; &AL AU BE AR &1 (oxidized low density lipoprotein,
ox-LDL) (50 pg/mL) Jill3# VSMCs 44 8 R 40 B AR AY , 43 S 25 X HEZH f2 24 148 72 h 4 4 21 DA I
VSMCs 07 1k i 72 7 PPARS 1Y %% 35 728 1k ; ) ] PPARS i 3h 7] ( GW0742, 25 nmol/L ) F1 4 11 5]
(GSK0660,1 wmol/L) JH#E PPARS Ff-43 A75 X R .ox-LDL(50 pg/mL) 2 .GW0742 + ox-LDL(50 pg/mL)
2l \GSK0660 + ox-LDL(50 pg/mL)ZH 4 41, I3 48 h;iMZr O Yo K i {3 40 i Py A€ B 21 % 2% A
0 20 Bt 4 B ST R ; Western blot 45 VSMCs H PPARS , ACATI £ 4 ik 1% I IR R PPARS 7
VSMCs Y 7R 20 MR 9VE F LA K. PPARS FBE L4 A ; IH [F E L ILAE F2M 1 ( A-cholesterol acyltransferase 1,
ACAT) KR, G50 ox-LDL fil# T PPARS 119 8 A /K - 52 1 (] 44 s b FA A1, HLrp 48 h e fIK, T2
29% (P <0.05) , B J5 4ERFAE K T3R5k ; GWO0742 33l PPARS J5 nf B 98/ VSMCs PN S JH 8] B 5
27 55% (P <0.05) 1 GSKO660 | BH {3 fif 4 g p o JH ikl 2 15 £ 2 209% (P < 0. 05) ; [F]H}, GW0742 7]
i ACAT1 BYZE £ A FRE T 49 28% (P <0.05) , 11 GSKO660 W F+ 25 ACATL (175 (1 £ A= 2 29%
(P<0.05), &5 PPARS AYFE AT AL T I8 ACATIL Al 148 1 v LR 6L R 40 i (X9 T8 e o
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PPARS suppresses foam cells formation from vascular smooth muscle cells by down-

regulating ACAT1

Long Chunyan, Zhang Lili, Sun Mengjiao, Li Binghu, Pi Yan, Guo Lu, Cao Xiaojie, Yin Yanwei, Liao Shaoqiong, Li
Jingcheng ( Department of Neurology, Institute of Surgery Research, Daping Hospital, Third Military Medical
University, Chongqing, 400042, China)

[ Abstract |  Objective  To identified the rtole of peroxisome proliferator-activated receptor §
(PPARS) and its possible mechanisms during the formation of vascular smooth muscle cells ( VSMCs) -derived
foam cells. Methods Primary VSMCs were isolated from male C57BL/6J mice by tissue attached methods.
VSMCs were induced by oxidized low density lipoprotein (ox-LDL) to form foam cells. The protein expression
of PPARY was detected by Western blotting in 24, 48 and 72 h after ox-LDL treatment. Furthermore, PPARY
agonist, GW0742 (25 nmol/L), and its inhibitor, GSK0660 (1 pmol/L) were used to regulate PPARS for
the role of the molecule in the formation. VSMCs were treated respectively by ox-LDL (50 wg/ml), GW0742 +
ox-LDL (50 pwg/mL), and GSK0660 + ox-LDL (50 pg/mL), and the cells without treatment served as
control. In 48 h after above treatment, Oil Red O staining was used to observe intracellular lipid deposition.
Protein levels of PPARS and acyl coenzyme A-cholesterol acyltransferase 1 ( ACAT1) were determined by
Western blotting, and then the levels were analyzed to explore the role of PPARS during the formation of foam
cells and its relationship with ACAT1. Results The protein level of PPARSs was reduced in a time-
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dependent manner during the formation of foam cells derived from VSMCs, reached the lowest at the 48th hour
by 29% reduction (wvs control, P <0.05), and then maintained at a low level. The addition of GW0742
obviously reduced the intracellular cholesterol content by about 55% (ws ox-LDL group, P <0.05) in
VSMCs, while GSK0660 significantly increased intracellular cholesterol content by about 20% (s ox-LDL
group, P <0.05). In addition, GWO0742 treatment decreased the protein level of ACAT1 by about 28% 0%
(wvs ox-LDL group, P <0.05). However, GSK0660 elevated the level of ACATI by about 29% (wvs ox-LDL
group, P <0.05). Conclusion Activation of PPARS suppresses the formation of foam cells from VSMCs by

down-regulating the expression of ACATI.
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24 fLtRc, GRS, JC Il DMEM L 24 h, f46 H G
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HELH LA (P <0.05) , 1M 48 h 41172 h 4S5
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W 7 HH A S RN, GSKO660 + ox-LDL 2 A HLF ox-
LDL JEZH % W W4 £2 . 4l O Yefh)m, 22 5 N 2K
B, 45 5 B8 GWO0742 + ox-LDL 2635 BEE N 1524 55%
5 ox-LDL ZH Fb#5 (P <0.05) , i GSK0660 + ox-LDL 4
N2 20% , 5 ox-LDL 4 b (P <0.05) , JiE B %
1% PPARD A LA -7 ULAH B 9 v IR A

B2 oSMA @faRERLLEERK VSMCs
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1 2 3 4
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BN FRBE R R 2 —"" Mk B 22 B3IE 48 iE
B PPARS e85 8], 2 S v A4 i 344 5 J 1T ke
FEMIE . eI B J7 T, Jelske 250 £ X Y
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