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To investigate the apoptosis of vascular smooth muscle cells ¥SMC) of rats induced by oxidized low density lipopro-
tein  6x-LDL) and the mechanism of its action. Method The cell morphology, terminal deoxynucleotidyl transferase mediated dUTP
nick end labeling TUNEL) assay, flow cytometry and Western blotting were performed for ox-LDI-inducing apoptosis of VSMC in rats.
Results  VSMC treated with ox-LDL. 200 mg/L) underwent the arrests of cell mitosis at metaphase, and the apoptosis index was as 10 times
higher in VSMC treated with ox-LDL as nLDL. The VSMC treated with ox-LDL showed cell shrikage, condensation or fragmentation of chromo-
somes and apoptotic body. TUNEL assay showed brown and positive particles in apoptotic chromosomes and cytoplasma. The expression of P53
significantly increaseds bcl-2 decreased in ox-LDL-treated cells. Conclusion  Ox-LDL induced apoptosis of VSMC, causing mitotic ar-
rest of cells cycles and promoting PS3 and lowering bcl-2 gene expression. This indicated P53 and bel-2 genes may play important role in

VSMC’ apoptosis induced by ox-LDL.
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dized low density lipoprotein, ox-LDL{E 4 Mg 51 %0 H H MG s, R 6T BUE 20 0000 WK 4R,
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0.5 g/L, 1 CuSO, EZWKRIEZ N 5 pmol /1, 37°CIR T 18
hs 315 ox-1DL.
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BRI RIENE L, M 5% B s 92 il =
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Figure 1. Morphology of nucleus in VSMC incubated with 200

mg/L ox-LDL fransmission electron microscopy> magnification x 700)
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Figure 2. Some of VSMC incubated with ox-LDL exhibtiting
ongoing apoptosis indicated by the varing amounts of TUNEL

labeling materal ({ight microscopy, magnification x 200)
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ox-LDL @& 200 mg/L) 4, VSMC ¥ T 458 %7 7l A
3.80%+6.4%18% M 64% . ox-LDL 1EH] T VSMC,
50 mg/L~ 100 mg/L F1200 mg/L 51 #2 VSMC V& =454k

4N 18.6%36.2% K1 65% , EILH — B &Rk
&R & 1 M5 2, Table 1 and Table 2)-
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Table 1. The effect of modified LDL 200 mg/L) inducing
apoptosis of VSMC TUNEL detection)

Groups Time k) Apoptosis index % )
Control 24 3.8
nLDL 24 6.4
ac-LDL 24 18
ox-LDL 24 64
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Table 2.
ing apoptosis of VSMC TUNEL detection)

The effect of varied concentration of ox-LDL induc-

Groups Concentrations Apoplosis index €5 )
fne/1) 12 h 24 h
Control 0 2.4 3.8
ox-LDL 50 12.4 18.6
ox-LDL 100 30.8 45.2
ox-LDL 200 40 65

2.3 UG M ARSI B A B 3 53 p
T A B (SRS I &5 SR R B, 4N S IR T 4 2 BE A
(B AR FE B G T 3G N 6% 3, Table 3). ox-LDL 4b ¥
VSMC 24 h 5, 7E DNA B 75 B B ol WL — £ 0% Gl
HHAE M) 92>, G1 g e ) HH B AR I A A R A g
Sub-G1)Z 78 DNA (1) B i, SRR 40 ML P8 -1 @pop-
totic peak), M S HAF G2/M HAZH M & 43 B W I+ =
& 4, Table 4)-
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Table 3.
induced by ox-LDL

Flow cytometric analysis of apoptotic rate in VSMC

G Concentrations Apoptosis index @)
T —_ 12 h 24 h
Control 0 6.4 5.7
ox-LDL 50 12.4 19.3
ox-LDL 100 17.3 24.4
ox-LDL 200 20.6 252
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Table 4. Cell growth cycle analysis in VSMC treated with Ox-
LDL
Groups mg/L Sub-Gl  GO/Gl S G2/M
Control 0 0 63.6 31.9 4.5
ox-LDL 50 19.3 51.2 4.1 4.7
ox-LDL 100 24.4 56.6 38.5 4.9
ox-LDL 200 25.2 43.0 36.8 19.4

2.4 FALBUMKEE NG E AT I E i VL4 R
TCAE R R R R IA

5RZ ox-IDL ZLF ) VSMC #H L, ox-LDL 512
EIE AR P53 bel 2 EAREH AR ZER . ox-
IDL 200 mg/IDMEA VSMC AT, fEH P53 AR
IABESE, T bel2 MAXRZEEHMKES & 3, Figure
3.

3. P53 Al bel-2 & HKF il

Figure 3.  Western blotting analysis of P53 and bel-2 protein
level in VSMC treated with ox-LDL for 24 h.

Lane 1. VSMC untreated> Tane 2. VSMC exposed to nLDL 200 mg/L) »
Lane 3. VSMC exposed to ox-LDL 200 mg/L) » Lane 4. VSMC exposed to
ac-LDL 200 mg/L)
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M B R T, ER AR R AL AT /R B — 2D
Barbro 25 I 70 & B, % J5E 46 16 (1) 40 44 B 106 2% 1% iR
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JULEH 0 P 375 4 i B0 2D o Eisuke BRI FEAIE K, IR
JEE AL TR 25 B i B 1 AT R I L T LA
PO T 56 35 4 i B b . BRATT I T 4 5% O B
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