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[ ABSTRACT] Aim To test whether the transgenic mice with expressed human SR-AT on endothelial cells are susceptible to
atherosclerosis on high fat high cholesterol diet (HFHC) . Methods TghSR-Al+ /+ , TghSR-Al+ /-, TghSR-AF/- from
F3 mice and C57BL/6 mice were fed 1. 25% cholesterol, 16% fat and 0. 5% sodium cholate for 14 weeks.

aorta, liver, kidney and others from control and transgenic mice were prepared for morphological analysis.

Mice, transgenic; Gene Expression; Atherosclerosis

Tissues of heart and
To evaluate the de-
gree of atherosclerosis in the transgenic and control mice, atherosclerotic lesions were quantified in the aortic root area with com-
Results After animals were fed HFHC diet for 14 weeks, extensive

atherosclerotic lesions were found at the junction of the aorta to the heart and the aortic sinus, including valve, valve commissures

puter assisted image analysis system in all four groups.

in the aortic wall of TghSR-AI+ /+ and TghSR-AI+ /- transgenic mice. Typical lesions of aorta in transgenic mice was stained
with oil red O.  In TghSR-Al+ /+ and TghSR-Al+ /- mice, the mean lesion area per section was 144 864 +17 103 Um’ and
111 323 £10 713 Hm’, respectively, P< 0.05 (n= 6). InTghSR-AF/- and C57BL/6 mice, the mean lesion area per section
was 79 887 19 228 Um’ vs 66 305 £7 991 Um’, P> 0. 05 (n= 6). However, the lesion area of TghSR-AI+ /+ and TghSR-
Al+ /- mice was significantly higher than lesion area of TghSR-AF/- or C57BL/6 mice.
are more susceptible to atherosclerosis than C57BL/6 on HFHC diet.

Conclusions The transgenic mice
These mice may be of value for use as an in vivo test sys-

tem for studied of pharmacological or genetic interventions of atherosclerosis.
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Figure 1.

ure A is schematic diagram of anatomy. Figure B is section of the aortic sinus

The Morphology of a mouse heart and aorta. Fig

with irregular perimeter and prominent valves (HE x 200).  Figure C is sec

tion taken at the end of the area between lines C and D close to line D. Valve

cusps are just visible.  The aortic is round (HE x 200) .
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Table 1.

TC.TG A1 HDLC %3 %5 73 £17 mg/dL.62 £7 mg/dL
F151 18 mg/dL, 5 C57BL/6 /NRAHLL, TG ¥R A 1Y
&i(P< 0.05),TC A1 HDLC )7 H 8484k, HDLC 5
TC 11 70% %44, 2% A HDLC BI&#3iR& E B 1IHE
HH A IDL+ VLDL+ LDL H jH[# fE1R />, 5 HDLC
ELAE N 0. 41 0. 08( % 1, Table 1) . M2 HFHC 1A%} 4
JA 5 e 3 R/ BRI TC BB T, 14 J8 I T ) 3~
4 1%, EFFLE 260~ 330 mg/dL 2 I, HDLC #1 TG VA
INEETHE(P< 0.05), 3 523 HDL A fH & B2 (1)
W4 hn, Bk HDL H iH [ B% 5 HDLC HeAE 3 hn 1 5
f5(P< 0.001) . HEHERFEET(+ /) /DRE
A B SOBERR (/) /N BRI CSTBLY6 /N R ELER T
EHER.

Lipid levels of plasma in TghSR- AI mice fed HFHC diet for 14 weeks.

Genotype n it RERGQEEES TG Total no HDLC HDLC
(mg/dL) and no HDLC

0 week

TghSR+ / + 12 73 %17 22+10 51 %8 0. 41 %0. 081 62 £7°
TghSR+ /- 12 75 £11 vy} 5319 0. 38 0. 091 58E12
TghSR-/- 12 76 =13 20 £8 56 £8 0. 33 %0. 074 6113
C57BL/6 12 73%12 2119 52%6 0. 40 0. 094 53£11
14 weeks

TghSR+ /+ 12 289 +41> 204 126" 85 16" 2.33%1.31° 77112
TghSR+ /- 12 285 142" 196 40" 89 +6° 2.21%0. 84" 73 t11
TghSR-/- 12 259 +50° 174 £51° 8517 2.06 £1.35" 76 £7°
C57BL/6 12 268 +27° 181 +21° 86 +7° 2.08 +0.37" 728

a: P< 0.05, b: P< 0.001, compared with the groups fed by regular diet. c¢: P< 0.05, compared with the groups of C57BL/6.
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Figure 2.

Lesion of atherosclerosis in artery wall after 14 weeks on the atherogenic diet.

Figure A is the lesion in aortic wall of C57BL/6

mice (HE x 200) . Figure B is the lesion in aortic wall of homozygous transgenic mice after HE staining ( x 400) . Figure C is the lesion in aortic wall of homozy-

gous transgenic mice after Oil Red O ( % 400) . Figure D is lesion in the coronary artery taken from homozygous transgenic mice after HE staining ( x 200) .
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Figure 3. Lipid accumulated under endothelia of kidney ar-

tery in the transgenic mice. HE x 200
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