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WE: BY RATAER(WT) /NAA Vinexin-B JE K &5k (KO) /N E 7 O U FE (M) A28 WF5F Vinexin-B 7E
O UREBE 5 O FAS TP R AL . A5k 409 LL WT 1 KO /NBR Ry S2 30 % 4, SR 2 FL 22 5 bk 3h Wik i 1 <2 1
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AN M JE 3 XTI T-FE P Bel-2 | caspase-3 FIME I T-3E H Bax caspase-3 cleavage 8 3835 /K M A% 55 S F
(NF) -«B j# i IxBao Fl p65 H FABERR AL (p-TkBar, p-p65 ) K H G 11 (T-TkBo, T-p65 ) K- 5 28 5 51 52 4 I MIT
JAZLX T RREAIA(CD3 ) R4 (LY6G ™) K B4 (MACT * ) S RRAE AN ML REE . /DN BRAF TG 35
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KO-MI 41 A1 #2755 /N B 17 75 % (81.48% vs 50.00% , P < 0.05) , ¥k /N MI HEi AL (7.62 £1.08)% vs(15.48 =
1.24)% ,P <0.05 ] Flgk 3.0 2)6E . TUNEL 40, 5w , KO-MT ZEKE5E F& 371 X 50 1 T 4i 48 WT-MT ZH38 /[ (0. 75 =
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Abstract: Objective To investigate the effect of Vinexin-B gene knockout on cardiac remodeling following myocardial
infarction in mice. Methods Taking the mice of wild type ( WT)and Vinexin-g knockout (KO) as experimental objects,
the myocardial infarction (MI) mice models were established by ligating left anterior descending branch of coronary artery
(WT-MI group,n =34 ;KO-MI group,n =27). In addition, the sham operation groups (only a short silk thread was inserted
through the anterior descending branch without ligation) were established as controls ( WT-Sham group,n =12 ; KO-Sham
group,n =15). Seven days after operation, HE staining was used to evaluate the infarction area. Biological signal acquisition
and processing system was used to monitor the haemodynamic indexes. TUNEL staining method was used to detect the
myocardial cell apoptosis in the border zone of infarcted lesion. Western blot method was used to detect the expressions of

Bel-2, caspase-3 ( anti-apoptosis genes) and Bax, caspase-3 cleavage ( apoptosis gene) proteins in the border zone of
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infarcted lesion,as well as the expression levels of phosphorylated and total nuclear factor-kB (NFkB) inhibitory proteins «
(IkBa) and p65 proteins ( p-IkBa, T-IkBa, p-p65, T-p65) in NFkB pathway. Immunofluorescence assay was used to
detect the infiltration degree of inflammatory cells including T lymphocytes ( CD3 " ), neutrophils ( LY6G™ ) and
macrophages (MAC1 ™) in the border zone of infarcted lesion. The effect of Vinexin-B on cardiac remodeling after
myocardial infarction was evaluated by survival rate of mice, cardiac functions, pathological analysis and molecular biology.
Results  Compared with WT-MI group, the survival rate of mice and cardiac functions improved in KO-MI group,and MI
area decrease in KO-MI group(all P <0.05). TUNEL staining showed that apoptotic cells of the border zone of infarcted
lesion in KO-MI group were significantly less than those in WT-MI group (P <0.05). Western blot showed that (1) the
protein levels of anti-apoptotic genes increased ,and the protein levels of pro-apoptotic genes decreased at the border zone of
infarcted lesion in KO-MI group compared with WT-MI group (all P <0.05); (2) compared with WT-MI group, the
phosphorylation levels of p65 and IkBa proteins ( p-p65,T-p65,p-IkBa) of NF-kB pathway in KO-MI group decreased, T-
IkBa increased(all P <0.05). Immunofluorescence assay showed that T lymphocytes , neutrophils and macrophages at the
border zone of infarcted lesion in KO-MI group were significantly less than those in WT-MI group (all P < 0. 05).
Conclusion Vinexin-B gene deficiency can alleviate the inflammation and apoptosis reactions at the border zone of

infarcted lesion, and thus reduce the area of myocardial infarction and improve the heart functions, therefore improve the

survival rate after myocardial infarction in mice.
Key words: Vinexin-B; Gene knockout;

response; Signal transduction

R TIPS AN /s QN 2 11 08 N
XA A O VAL i S e i R0 A sl 1, i B 2 3
FOMAM R0 F B BIERARAR B 1.0 L
UM T L DA O SRR KR R RN Y AR
R if PO R (THD ) B8 25 LG JULRE ZE (MT) 1Y /)8 B
i1, Vinexin-8 FEi8 B E R, 2R Vinexin-B 7] §E1F
MIJ5 o JiE B4 R R 354 o A 52 56 SR ) B A Y
(WT) /NEUF Vinexin-B 2 [H # Bk (KO) /N R 7. MI
FOHY W% Vinexin-B 78 MIJ5 L IEEE A HP g fEH]

1 #R57FE

1.1 £ ZEZBRXA M BHEHER TM-100( K
R ) s L HE 2B (P3761 Sigma) ; Mayer 73K R
Y (BA4024 BRifEDIR) 5 HFHET YL ( BA4024 Bk it D
) oK CEE(10009218 [H2Y) ; — 2K (10023418
24 ) ; B (10010018 [ 24 ) 5 i ¥ i 2 B 7 i
(BA7004A ZRifg DR ) 5 SO R S s ic (TUNEL ) B 4
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WT-Sham 2] 12 42,58 +2.68 61.14 +4. 58 10.28 £1.27 9.92+1.43
KO-Sham £ 15 41.17 £3.32 59.24 +3.31 11.14 2. 31 8.84 +1.26
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21 5 H# Bax Bel-2 caspase-3 cleavage caspase-3
WT-Sham 2 12 0.16 £0.02 1.08 £0.01 0.06 +0.01 2.05 +£0.02
KO-Sham 2{ 15 0.17 £0.03 1.09 £0.02 0.07 +0.01 2.06 +0.01
WT-MI 21 17 4.95+0.26" 0.42+0.07 " 12.36 £0.39 " 0.39+£0.05"
KO-MI 41 22 1.98 +0.12* 0.89 +0.06% 3.52 £0. 12* 0.94 £0.04%

75 WT-Sham 4 11, * P <0.05 ;5 WT-MI 4L, * P <0. 05,
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415 p-p63 T-p653 p-IkBa T-IkBa
WT-Sham 41 1.57+£0.41  1.55+0.11  87.65+7.01  16.83 24.01
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3.21+0.13%  4.38+0.22% 128.83+1.27* 7.58+0.06*
1.65+0.06% 1.64+0.08% 92.51+1.16% 11.92+0.07*
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