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[ ABSTRACT ] Aim To explore the effect of liver X receptor-B ( LXRB) on chronic heart failure after myocardial
infarction (MI) in mice. Methods The MI model was established by ligation of left anterior descending coronary ar-
tery in wild type (WT) mice and LXRB gene knock-out (LXRB™") mice. Third day after MI, cleaved caspase-3 was de-
tected by Western blot, apoptosis of cardiac muscle cells was evaluated by terminal dUTP nick end labling (TUNEL) stai-
ning, and expressions of proinflammatory cytokines tumor necrosis factor o and interleukin-6 were detected by quantitative
real-time polymerase chain reaction (qRT-PCR). Fourth week after MI, left ventricular function was assessed with ultra-
sonic echocardiography, myocardial infarct size was evaluated by triphenyl tetrazolium chloride (TTC) staining, myocardial
fibrosis was observed by using Masson trichrome staining and a-smooth muscle actin (@-SMA) staining, and matrix metal-
loproteinase-9 and type I collagen were detected by qRT-PCR to further assess myocardial fibrosis. Results Com-
pared with WT mice, third day after M, LXRB™" mice exhibited more myocardial cell apoptosis and inflammation in the
infarct area; Fourth week after MI, LXRB™" mice showed a significant increase in infarct size, reduced ejection fraction
and aggravated left ventricular dilation and enhanced myocardial fibrosis. Conclusions [LXRB gene knock-out aggra-
vates the pathological damage and left ventricular remodeling after MI.  As a targeted drug node, LXRf may contribute to

the treatment of MIL.
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Figure 1. The expression level of LXR[} protein and mRNA

in infarct region
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Figure 2. The morphological changes of heart before and af-
ter MI
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41 MI/NRZ RO DI RE G225 5 (K 1) o 16 MI
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LXRB ™ Al N & MI J& 220 %5 W04 D) RE 6 5 5 [R] A
LXRB ™ /N LVESD \LVEDD ¥JKF WT ZH/NR (P
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Ot
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DAL L AR J5 3 K, N H TUNEL 3¢ 5 &
Western blot K] Cleaved Caspase-3 f%) 3 15 7K -k
PEH O LA B T, LXRBT /N BUAE BB i 4 IX
TUNEL FH RO LA (2 €5) be WT /) B 4
Z(E3A), TR EHIN(P<0.05; & 3B), H
Cleaved Caspase-3 f8E R IAZKF438 WT /)N R
EE(P<0.05; 5 3C.D), [AlMF AN qRT-PCR
HOARKM T ML J5 3 RAER ML+ TNF-a | IL-6
mRNA [ 335, 45 258 7R X 2L K F- b Sham 41 i
BN, T LXRR™ /MR MG 3 K WT /N4 T
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Table 1. Comparison of echocardiographic parameters of WT and LXRB™~ mice after 1 day of MI

W oOH W’E‘;S:hf(r)r; 4 LXR[E(&;’:lS(?;m H| WT+MI 41 (n=20) LXR([?; B ;—21\/)11 #H
LVEF 62.28%+1.31% 61.14%+1.59% 40.56%+1.46%" 38.51%+2.07%"
LVFS 31.93%=+1.33% 30.21%=+1.33% 22.80%+0.98%" 22.18%+1.23%"
LVEDD(mm) 3.16+0.11 3.23+0.13 3.54+0.09* 3.62+0.10"
LVESD(mm) 2.13+0.11 2.31+0.12 2.63+0.08" 2.80+0.12"

a M P<0.05,5 WT+Sham 4 L% ;b 4 P<0.05,5 LXRB ™™ +Sham 4 Fb45

x2.MI54F WT # LXRB /IROEBEERILE

Table 2. Comparison of echocardiographic parameters of WT and LXRB™~ mice after 4 weeks of MI

W oOH W’l(’;S:hT(r)n) 4 LXRB(»;’:IS(?;m 4 WT+MI Z4L(n=16) LXR([?:; B ;—é\’)ﬂ #H
LVEF 68.23%+1.11% 67.02%+1.26% 34.38%+1.46% 29.04%+1.77%"
LVFS 38.09%+0.93% 36.85%+1.00% 17.66%+0.71% 15.07%+0.72%*
LVEDD(mm) 3.51+0.10 3.67+0.11 4.65+0.10 5.11+0.12°
LVESD(mm) 2.28+0.12 2.44+0.12 4.15+£0.08 4.59+0.10°

a N P<0.05,5 WT+MI 4%,
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Figure 3. Effects of LXRf deficiency on cardiac myocyte apoptosis and inflammation after MI
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Figure 4. Effects of LXRf deficiency on myocardial fibrosis after MI
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