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Abstract: Baicalin is one of the active ingredients in the skullcap, with a variety of pharmacological effects, such 
as blood pressure reduction, sedation, liver-protection, gallbladder-protection, anti-bacteria, anti-inflammation, etc. 
The aim of this study was to investigate the potential cardioprotective effects of baicalin ameliorates isoproterenol-
induced acute myocardial infarction (AMI) through inducible nitric oxide synthase (iNOS), inflammation, oxidative 
stress and P38MAPK passageway in rat. Rat model of AMI was induced by isoproterenol (100 mg/kg) and then 
treated baicalin (various does of baicalin: 1 mg/kg, 10 mg/kg and 100 mg/kg, respectively) for 24 h. Infarct size, the 
heart weight to body weight ratio and creatine kinase (CK), the MB isoenzyme of creatine kinase (CK-MB), lactate 
dehydrogenase (LDH) and cardiac troponin T (cTnT) of rats with AMI induced by isoproterenol were used to evaluate 
curative effect of baicalin on AMI. Meanwhile, iNOS and phosphorylation-p38 MAPK (p-p38) protein expressions, 
inflammatory factor and oxidative stress were inspected using western blot and commercial kits, respectively. In the 
present study, pre-treatment with baicalin (10 or 100 mg/kg) significantly ameliorated infarct size, the heart weight 
to body weight ratio and CK, CK-MB, LDH and cTnT levels in rats with AMI induced by isoproterenol. iNOS protein 
expression, the serum TNF-α, IL-6, MDA and SOD levels and p-38 protein expressions were significantly suppressed 
by treatment with baicalin (10 or 100 mg/kg). These results suggest that acute treatment with baicalin ameliorates 
AMI, iNOS, inflammation, oxidative stress and P38MAPK pathway in rat with AMI induced by isoproterenol.
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Introduction

Ischemic heart disease (IHD) is a major cause 
of cardiovascular disease, account for a large 
proportion of coronary atherosclerotic heart 
disease in ischemic heart disease, in which 
acute myocardial infarction (AMI) is a serious 
threat to human health [1]. Myocardial infarc-
tion that is caused by myocardial ischemia and 
coronary circulation disorder is a common 
cause of cardiovascular disease mortality; in 
addition, the incidence of arrhythmia caused by 
AMI is very high, of which the mortality rate is 
also high [2]. The annual number of death from 
cardiovascular disease accounts for about 20% 
of global mortality [3]. World Health Organization 
(WHO) estimates that 17 million people die of 
cardiovascular disease each year, and predicts 
that the deaths caused by cardiovascular dis-

ease will quadruple from 1985 to 2015, and 
ischemic heart disease will become the most 
important and the most common threats for 
human life by 2020 [4].

In the case of coronary atherosclerotic heart 
disease, especially AMI as a threat to human 
health, we need to work out the best treatment 
plan for AMI, so we need an animal model very 
similar to human AMI [1]. Isoproterenol is a syn-
thesized of β adrenergic agonists, which can be 
used to replicate an animal model of acute AMI 
[5]. The replication requires large dose of injec-
tion that can lead to myocardial necrosis, espe-
cially in the endocardium of left ventricle and 
ventricular septum ground [6]. Studies have 
shown that, various biochemical indicators of 
moderate cardiomyopathy induced by 15 mg/
kg dose of isoproterenol are significantly 
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changed [3]. The main mechanism of isoproter-
enol-induced myocardial ischemia is the gen-
eration of free radicals and reactive oxygen 
species, lipid peroxidation, oxidative stress, 
calcium overload, etc [7]. The generation of 
free radicals and reactive oxygen species, lipid 
peroxidation, oxidative stress, calcium over-
load, etc. can lead to the change in membrane 
permeability, causing apoptosis, necrosis, final-
ly leading to the slowing of the conduction 
between myocardial cells and the reduced cas-
cade ability of electrical conduction, affecting 
the normal electrical activity of the heart [5].

As a kind of traditional Chinese medicine with a 
long history, baicalin is widely distributed, of 
which the resource is abundant [8]. It has been 
found that the pharmacological effects, such 
as anti-arrhythmia, blood pressure reduction 
and other effects are applied clinically, and new 
pharmacological effects such as the protec-
tions of the brain and cardiac ischemia-reperfu-
sion injury, and the protection of the liver injury 
induced by a variety of causes, are explored 
and discovered, which plays a role in the treat-
ment of diseases better for traditional Chinese 
medicine [9, 10]. In this study, the current study 
was designed to investigate the potential car-
dioprotective effects of baicalin ameliorates 
isoproterenol-induced AMI through inducible 
nitric oxide synthase (iNOS), inflammation, oxi-
dative stress in rat. 

Materials and methods

Animals

Adult male Wistar rat with body weight ranging 
from 240 and 260 g were used in the present 
study. Rats were housed under the same stan-
dard environmental conditions of light (a 12/12 
h light/dark cycle), temperature (22 ± 2°C), and 
ambient humidity of 50 ± 10% with free access 
to water. Therefore, the experiment was per-
formed in accordance with the Guide for the 
Care and Use of Laboratory Animals of The 
Second Hospital Affiliated to Zhengzhou 
University.

Induction of AMI

Firstly, isoproterenol was dissolved in normal 
saline, which was injected subcutaneously 
(100 mg/kg, S.C) into rats for 3 consecutive 
days at an interval of 24 h to induce AMI. All 
rats were sacrificed after injection 72 h. 

Experimental group 

All rats were randomly allocated into 5 groups. 
Rats in group 1 (control group) received injec-
tion of normal saline (0.1 ml/100 g, S.C) and 
were left untreated for the whole period of the 
experiment. In group 2 (Model group) rats were 
induced by isoproterenol. In group 3-5 (Baicalin 
group), AMI model rats were treated baicalin 
(various does of baicalin: 1 mg/kg, 10 mg/kg 
and 100 mg/kg, respectively) for 24 h [11].

Figure 1. The chemical structure of baicalin.

Figure 2. The effect of baicalin on infarct size in rat. 
##P < 0.01 compared with model group.

Figure 3. The effect of baicalin on the heart weight 
to body weight ratio in rat. **P < 0.01 compared 
with control group; ##P < 0.01 compared with model 
group.
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Figure 4. The effect of baicalin on myocardial enzymes in rat. The effect of baicalin on the CK (A), CK-MB (B), LDH 
(C) and cTnT (D) expression levels in rat. **P < 0.01 compared with control group; ##P < 0.01 compared with model 
group.

Figure 5. The effect of baicalin on iNOS in rat. The effect of baicalin on iNOS (A) protein using Western blot analysis, 
statistical analysis of iNOS (B) protein in rat. **P < 0.01 compared with control group; ##P < 0.01 compared with 
model group.

Figure 6. The effect of baicalin 
on inflammatory factor in rat. 
The effect of baicalin on the 
serum levels of TNF-α (A) and 
IL-6 (B) in rat. **P < 0.01 com-
pared with control group; ##P 
< 0.01 compared with model 
group.

Infarct size measurement 

All rats were anesthetized 
with intraperitoneal injec-
tion of pentobarbital sodi-
um (40 mg/kg body). Then, 
heart samples were imme-
diately measured through 
the aorta and physiological 
saline was used to wash. 
The coronary artery was 
ligated after 6 h and the 
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left ventricle was placed at -80°C for 10-20 
minutes. Heart samples were sliced into 2 mm 
thick sections. Infarct size of heart sample was 
measured with 1% 2,3,5-triphenyltetrazolium 
chloride (1.5%, Sigma Co; USA) for 30 min in 
the dark [12, 13]. 

Tissue weights

All rats were anesthetized with intraperitoneal 
injection of pentobarbital sodium (40 mg/kg 
body). Then, the hearts were immediately 
removed and weighed. The heart weight to 
body weight ratio was measured to evaluate 
the effect of baicalin on AMI. 

Measurement of myocardial enzymes

Vena cava blood samples were extracted after 
the occlusion of the coronary artery 6 h. Then, 
serum samples centrifuged at 3000 rmp for 25 
min and were saved for measurement at -80°C. 
Creatine kinase (CK), the MB isoenzyme of cre-
atine kinase (CK-MB), lactate dehydrogenase 
(LDH) and cardiac troponin T (cTnT) activities 
were measured using commercial ELISA kits 
according to the manufacture’s protocols 
(Nanjing Jiancheng Bioengineering Institute, 
China).

Western blot of iNOS and p38

All rats were anesthetized with intraperitoneal 
injection of pentobarbital sodium (40 mg/kg 
body). Then, the hearts were immediately 
removed and homogenized with 10 volumes of 
issue lysis buffer. Miscible liquids were centri-
fuged at 12,000 g for 10 minutes at 4°C.  
The protein concentration was determined 
Bicinchoninic Acid (BCA) protein kit (Menzel 
Gläser, Braunschweig, Germany). Equal protein 
was ionophoresis into a 12% sodium dodecyl 
sulfate (SDS)-polyacrylamide gels, and trans-
ferred to polyvinyl difluoride membranes 
(Millipore, Billerica, MA, USA). The membranes 
were blocked with phosphate-buffered saline 
(PBS) with 5% non-fat milk to block nonspecific 
binding sites. After blocked, the membranes 
were incubated with anti-iNOS (1:1000, Santa 
Cruz Biotechnology, Inc, Calif, USA), anti-p38 
(1:2000, Santa Cruz Biotechnology, Inc, Calif, 
USA) and anti-β-actin (1:500, Sangon Biotech, 
Shanghai, China) overnight at 4°C. The mem-
brane was washed with Tris buffered saline 
Tween (TBST) for 2 h, and then was incubated 
with second antibody (anti-sheep) conjugated 
with horseradish peroxidase for 2 h. 

Determination of inflammatory factor

Vena cava blood samples were extracted after 
the occlusion of the coronary artery 6 h. Then, 
serum samples centrifuged at 3000 rmp for 25 
min and were saved for measurement at -80°C. 
Tumor necrosis factor-alpha (TNF-α) and inter-
leukin 6 (IL-6) activities were performed using a 
series of commercial kits according to the  
manufacture’s protocols (Sangong Biotech, 
Shanghai, China).

Figure 7. The effect of baicalin on oxidative stress in rat. The effect of baicalin on the serum levels of MDA (A) and 
SOD (B) in rat. **P < 0.01 compared with control group; ##P < 0.01 compared with model group.

Figure 8. The effect of baicalin on caspase-3 activity 
in rat. **P < 0.01 compared with control group; ##P < 
0.01 compared with model group.
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Determination of oxidative stress

Vena cava blood samples were extracted after 
the occlusion of the coronary artery 6 h. Then, 
serum samples centrifuged at 3000 rmp for 25 
min and were saved for measurement at -80°C. 
Methane Dicarboxylic Aldehyde (MDA) and 
superoxide dismutase (SOD) activities were 
performed using a series of commercial kits 
according to the manufacture’s protocols 
(Sangong Biotech, Shanghai, China).

Caspase-3 activity assay

All rats were anesthetized with intraperitoneal 
injection of pentobarbital sodium (40 mg/kg 
body). Then, the hearts were immediately 
removed and homogenized with 10 volumes of 
issue lysis buffer. Miscible liquids were centri-
fuged at 12,000 g for 10 minutes at 4°C.  
The protein concentration was determined 
Bicinchoninic Acid (BCA) protein kit (Menzel 
Gläser, Braunschweig, Germany). Equal protein 
was used to determine caspase-3 activity, incu-
bated in a solution buffer at 37°C for 30 min 
and then initiated by adding Ac-DEVD-pNA (2 
mM) and incubated at 37°C for 4 h. Caspase-3 
activity was detected at the wavelength of 405 
nm.

Statistical analysis

Data analysis was expressed as mean ± S.D. 
and performed using SPSS version. Statistical 
comparison between groups was carried out 
using one way ANOVA or Student’s t test. A P 
value of less than 0.05 was considered statisti-
cally significant.

Results

Effect of baicalin on infarct size in rat

The chemical structure of baicalin was indicat-
ed in Figure 1. The current work showed that 
the effect of baicalin (10 or 100 mg/kg) signifi-
cantly reduced isoproterenol-induced infarct 
size in rat with AMI, compared to model group 
(Figure 2). But administrate of baicalin (1 mg/
kg) could also reduce infarct size without statis-
tical significance (Figure 2).

Effect of baicalin on the heart weight to body 
weight ratio in rat

Figure 3 showed that isoproterenol induced the 
heart weight to body weight ratio in rat with 
AMI. Pretreatment with baicalin (10 or 100 mg/
kg) resulted in a dramatically significant reduc-
tion of increased the heart weight to body 
weight ratio in rat with isoproterenol induced 
AMI in comparison with model group (Figure 3). 
However, no statistically significant difference 
was detected between administrate of baicalin 
(1 mg/kg) group and isoproterenol induced AMI 
model group (Figure 3). 

Effect of baicalin on myocardial enzymes in rat

Figure 4 indicated that isoproterenol signifi-
cantly induced the CK, CK-MB, LDH and cTnT 
expression levels in rat with AMI. Interesting, 
the isoproterenol-induced CK, CK-MB, LDH and 
cTnT expression levels were significantly 
reduced by administrate of baicalin (10 or 100 
mg/kg) in rat with isoproterenol induced AMI in 
comparison with model group (Figure 4).

Figure 9. The effect of baicalin on p38 protein expression in rat. The effect of baicalin on p-p38 protein (A) protein 
using Western blot analysis, statistical analysis of p-p38 protein (B) protein in rat. **P < 0.01 compared with 
control group; ##P < 0.01 compared with model group.
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Effect of baicalin on iNOS in rat

Figure 5A, 5B displayed that isoproterenol pro-
moted the iNOS protein expression in isoproter-
enol induced AMI rat. However, no statistically 
significant difference was discovered between 
administrate of baicalin (1 mg/kg) group and 
isoproterenol induced AMI model group (Figure 
5A, 5B). Pre-treatment of rats with baicalin (10 
or 100 mg/kg) led to a more statistically signifi-
cant decrease of iNOS protein expression than 
administrate of baicalin (1 mg/kg) group or iso-
proterenol induced AMI model group (Figure 
5A, 5B).  

Effect of baicalin on inflammatory factor in rat

Figure 6A, 6B disclosed that isoproterenol 
enhanced the serum levels of TNF-α and IL-6 in 
rat with AMI (Figure 6A, 6B). In addition, baicalin 
(1 mg/kg) pretreatment did not lead to a statis-
tically significant reduction in serum TNF-α and 
IL-6 levels in rat with isoproterenol induced AMI 
(Figure 6A, 6B). Administrate of baicalin (10 or 
100 mg/kg) observably receded the serum 
TNF-α and IL-6 levels in rat with isoproterenol 
induced AMI (Figure 6A, 6B). 

Effect of baicalin on oxidative stress in rat

This study revealed that isoproterenol enhanced 
the serum levels of MDA and SOD in rat with 
AMI (Figure 7A, 7B). Nevertheless, the serum 
levels of MDA and SOD by treatment with 
baicalin (1 mg/kg) was similar to AMI model 
group (Figure 7A, 7B). Administrate of baicalin 
(10 or 100 mg/kg) markedly suppressed the 
serum MDA and SOD levels in rat with isopro-
terenol induced AMI (Figure 7A, 7B). 

Effect of baicalin on caspase-3 activity in rat

The present study revealed that isoproterenol 
induced caspase-3 activity in rat with AMI 
(Figure 8). Meanwhile, as shown in Figure 8, 
the increase caspase-3 activity of baicalin by 
the dose of 1 mg/kg was very similar to the iso-
proterenol induced AMI group (P > 0.05). In 
addition, the increase caspase-3 activity was 
significantly decreased by treatment with 
baicalin (10 or 100 mg/kg) in rat with isoproter-
enol induced AMI group (Figure 8).

Effect of baicalin on p38 protein expression in 
rat

We further examined that the anti-apoptotic 
effect of baicalin on AMI, we inspected the p38 

protein expression using western blot. As 
shown in Figure 9, the p38 protein expression 
in isoproterenol induced AMI group was signifi-
cantly higher than that of control group. 
Meanwhile, there was no significant difference 
between isoproterenol induced AMI group and 
baicalin (1 mg/kg) group (P > 0.05). However, 
treatment with baicalin (10 or 100 mg/kg) sig-
nificantly suppressed the p38 protein expres-
sion in isoproterenol induced AMI rats. 

Discussion

Myocardial fibrosis and scar tissue formation 
after AMI is an important pathological change 
to induce heart failure [1]. Myocardial scar tis-
sue formation is related to myocardial isch-
emia, size and location of infarct-related artery, 
the presence or absence of reperfusion and 
collateral circulation [10]. It is a long time since 
the studies showed nitric oxide (NO) was one of 
the most important signaling molecules regu-
lating cardiovascular function, which could reg-
ulate blood pressure, dilate blood vessels, 
inhibit platelet aggregation and leukocyte 
adhesion, and inhibits cell proliferation in vas-
cular smooth muscle, thereby regulating myo-
cardial scar formation [2]. In cardiac ischemia 
state after AMI, iNOS begins to express and 
generate a large number of NO, and endoge-
nous NO is massively released into regional 
damaged myocardial tissue in the repairing pro-
cess of AMI, which directly react or interact with 
other factors, indirectly involved in scar forma-
tion and evolution process by adjusting fibro-
blasts, endothelial cells and other functions 
[14]. In recent years, the role of iNOS in AMI 
obtains more attention. In the present study, 
the therapeutic efficacy of baicalin weakened 
infarct size, the heart weight to body weight 
ratio and iNOS protein expression in rats with 
AMI induced by isoproterenol. Woo et al. report-
ed that baicalein protects against cardiomyo-
cytes from hypoxia/reoxygenation damage 
[15]. Tu et al. suggested that the neuroprotec-
tive effect of baicalin attenuates the mRNA 
expression of iNOS in a rat model of permanent 
focal cerebral ischemia [16].

After AMI, various mechanisms activate the 
immune system, causing inflammation [17]. 
During the infiltration of inflammatory cells, 
large amounts of cytokines are generated, 
involved in the inflammatory reaction after 



Baicalin and isoproterenol-induced acute myocardial infarction

22069 Int J Clin Exp Med 2015;8(12):22063-22072

myocardial infarction, including cell death, cell 
infiltration and extracellular remodeling stimu-
lated by cell factors. Inflammation participates 
in the whole process of AMI pathogenesis [17]. 
The level of inflammatory cytokines in serum is 
related to the severity degree and duration; 
monitoring of concentrations of inflammatory 
cytokines in serum is of great value for deter-
mining the severity degree and prognosis for 
the patients with acute AMI. Appropriate inflam-
mation can promote the repair of cardiac tissue 
and angiogenesis, but overreaction will lead to 
the formation of a lot of scar tissue and fibrosis, 
causing ventricular remodeling, and ultimately 
affecting heart function [18]. The results of the 
present study demonstrated that baicalin 
reduced the serum TNF-α and IL-6 levels in rat 
with AMI induced by isoproterenol. Cui et al. 
indicated that the anti-inflammation effect of 
baicalin significantly decreased TNF-α and 
IL-1β protein expression in colon tissues [19]. 
Lin et al. showed that baicalin attenuates renal 
ischemia-reperfusion injury through suppres-
sion of proinflammatory responses [11]. 

Domestic and foreign scholars have found that 
the myocardia are in oxidative stress status 
after AMI [20]. The studies of recent years show 
oxidative stress status is another important ini-
tiating and precipitating factors for AMI [20]. 
Foreign study has confirmed that oxidative 
stress induce cardiomyocyte apoptosis by dam-
aging DNA, attacking proteins with enzymatic 
activity, oxidizing the proteins associated with 
transcription and inducing lipid peroxidation of 
cytomembrane [20, 21]. Experimental results 
show that after AMI, myocardial antioxidant 
ability is reduced, the level of oxidative stress is 
increased, myocardial apoptosis is aggravated, 
and it is obvious that apoptosis index and SOD/
MDA ratio is negatively correlated [22, 23]. In 
this study, rat with AMI induced by isoprotere-
nol, the serum MDA and SOD levels were signifi-
cantly restrained by treatment with baicalin. 
Cao et al. suggested that the neuroprotection 
of baicalin attenuates oxidative of global cere-
bral ischemia/reperfusion injury [24] and SOD 
and MDA levels of reperfusion-induced damage 
in isolated rat hearts [25]. 

Apoptosis, also known as programmed cell 
death, is a form of cell death controlled initia-
tively by genes [26]. Under normal circumstanc-
es, when the individual organisms are mature, 

cardiomyocyte apoptosis is very rare [26]. But 
when the heart is under certain pathological 
condition, such as cardiac overload or myocar-
dial ischemia, myocardial apoptosis occurs to a 
great extent [26]. The present study demon-
strates that apoptosis is an important form of 
cardiac cell death after AMI, with great signifi-
cance for myocardial infarction evolution, prog-
nosis and outcome [27]. Caspase family prote-
ases are a group of aspartate-specific cysteine 
proteases, activated by proteolytic cascade 
sequence, which plays a key role in the execu-
tion process of apoptosis, in which Caspase-3 
is one of the important apoptosis executors in 
Caspase family, which is usually present in the 
cytoplasm as non-activated proenzyme after 
being synthesized, and activated into an acti-
vated form with various apoptotic stimuli pro-
teolytically [27, 28]. And the main mechanism 
of action is to digest and destroy intracellular 
proteasome, to activate the nuclear endonucle-
ase, causing DNA cleavage, so that DNA frag-
ments are formed to destruct intracellular cal-
cium pump function, leading to intracellular 
calcium overload [29]. Research suggests that 
up-regulating the expression of caspase-3 
gene promotes AMI ischemic myocardium 
apoptosis [30]. Therefore, in our study, pre-
treatment with baicalin significantly decreased 
the increase caspase-3 activity in rat with iso-
proterenol induced AMI group. Zhou et al. 
reported that baicalin protects human skin 
fibroblasts through suppression of oxidative 
damage and caspase-3 detection [31]. Zhou et 
al. informed that baicalin attenuates focal cere-
bral ischemic reperfusion injury through sup-
pression of caspase-3 [32]. 

P38MAPK is an important intracellular signal-
ing enzyme, involved in a variety of intracellular 
information transfer processes, which can 
react to a wide range of extracellular stimuli 
[33]. It is mainly involved in cellular inflamma-
tory response and apoptosis under the condi-
tion of stress [34]. Myocardial ischemia and 
hypoxia leads to the activation of P38MAPK, 
nuclear translocation starting TNF-α gene tran-
scription and translation, and the secretion of 
TNF-α; and TNF-α can activate p38MAPK to 
induce apoptosis, which constitutes a positive 
feedback path, resulting in impaired cardiac 
function, amplifying the inflammatory cascade 
and thus causing the death of heart cells, so as 
to achieve cell death. In myocardial cells, IL-1β 
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can induce P38MAPK activation and increase 
its activity, thereby inducing cardiac endothelial 
cell death and stimulating neutrophil function, 
leading to the increase of TNF-α and the accu-
mulation of neutrophils in myocardial tissue, 
which causes damage to myocardial tissue [34, 
35]. In our study, we found that baicalin signifi-
cantly down-regulated P38MAPK protein 
expression in rat with isoproterenol induced 
AMI group. Wang et al. concluded that treat-
ment with baicalin suppresses migration, inva-
sion and metastasis through p38MAPK signal-
ing pathway in breast cancer cell [36]. 

In conclusion, cardioprotective effects of 
baicalin ameliorates infarct size, the heart 
weight to body weight ratio in rat with AMI 
induced by isoproterenol and suppresses iNOS 
protein expression, inflammation and oxidative 
stress. Baicalin may be an effective therapeu-
tic agent for the treatment of isoproterenol-
induced AMI. 

Disclosure of conflict of interest

None.

Address correspondence to: Dr. Shen-Jie Sun, 
Department of Cardiology, The Second Hospital 
Affiliated to Zhengzhou University, Zhengzhou 
450014, Henan, China. Fax: +86-371-63974096; 
E-mail: Sun751437159@163.com

References

[1] Isilak Z, Kardesoglu E, Aparci M, Uz O, Yalcin M, 
Yiginer O, Cingozbay BY and Uzun M. Compari-
son of clinical risk assessment systems in pre-
dicting three-vessel coronary artery disease 
and angiographic culprit lesion in patients with 
non-ST segment elevated myocardial infarc-
tion/unstable angina pectoris. Kardiol Pol 
2012; 70: 242-250.

[2] Zaitone SA and Abo-Gresha NM. Rosuvastatin 
promotes angiogenesis and reverses isopro-
terenol-induced acute myocardial infarction in 
rats: role of iNOS and VEGF. Eur J Pharmacol 
2012; 691: 134-142.

[3] Evran B, Karpuzoglu H, Develi S, Kalaz EB, So-
luk-Tekkesin M, Olgac V, Dogru-Abbasoglu S 
and Uysal M. Effects of carnosine on prooxi-
dant-antioxidant status in heart tissue, plasma 
and erythrocytes of rats with isoproterenol-in-
duced myocardial infarction. Pharmacol Rep 
2014; 66: 81-86.

[4] Ziaee M, Khorrami A, Ebrahimi M, Nourafcan 
H, Amiraslanzadeh M, Rameshrad M, Garjani 

M and Garjani A. Cardioprotective Effects of 
Essential Oil of Lavandula angustifolia on Iso-
proterenol-induced Acute Myocardial Infarction 
in Rat. Iran J Pharm Res 2015; 14: 279-289.

[5] Kawabata K, Fujioka D, Kobayashi T, Saito Y, 
Obata JE, Nakamura T, Yano T, Watanabe K, 
Watanabe Y, Mishina H and Kugiyama K. Inhi-
bition of secretory phospholipase A2 activity 
attenuates acute cardiogenic pulmonary ede-
ma induced by isoproterenol infusion in mice 
after myocardial infarction. J Cardiovasc Phar-
macol 2010; 56: 369-378.

[6] Liu K, Sun Z and Wei T. “Reverse McConnell’s 
Sign”: Interpreting Interventricular Hemody-
namic Dependency and Guiding the Manage-
ment of Acute Heart Failure during Takotsubo 
Cardiomyopathy. Clin Med Insights Cardiol 
2015; 9: 33-40.

[7] Korkmaz S, Atmanli A, Li S, Radovits T, Hege-
dus P, Barnucz E, Hirschberg K, Loganathan S, 
Yoshikawa Y, Yasui H, Karck M and Szabo G. 
Superiority of zinc complex of acetylsalicylic 
acid to acetylsalicylic acid in preventing post-
ischemic myocardial dysfunction. Exp Biol Med 
(Maywood) 2015; 240: 1247-55.

[8] Xi Y, Wu M, Li H, Dong S, Luo E, Gu M, Shen X, 
Jiang Y, Liu Y and Liu H. Baicalin Attenuates 
High Fat Diet-Induced Obesity and Liver Dys-
function: Dose-Response and Potential Role of 
CaMKKbeta/AMPK/ACC Pathway. Cell Physiol 
Biochem 2015; 35: 2349-2359.

[9] Zhang Y, Gao Z, Liu J and Xu Z. Protective ef-
fects of baicalin and quercetin on an iron-over-
loaded mouse: comparison of liver, kidney and 
heart tissues. Nat Prod Res 2011; 25: 1150-
1160.

[10] Xu M, Chen X, Gu Y, Peng T, Yang D, Chang RC, 
So KF, Liu K and Shen J. Baicalin can scavenge 
peroxynitrite and ameliorate endogenous per-
oxynitrite-mediated neurotoxicity in cerebral 
ischemia-reperfusion injury. J Ethnopharmacol 
2013; 150: 116-124.

[11] Lin M, Li L, Li L, Pokhrel G, Qi G, Rong R and 
Zhu T. The protective effect of baicalin against 
renal ischemia-reperfusion injury through inhi-
bition of inflammation and apoptosis. BMC 
Complement Altern Med 2014; 14: 19.

[12] Hoda MN, Li W, Ahmad A, Ogbi S, Zemskova 
MA, Johnson MH, Ergul A, Hill WD, Hess DC 
and Sazonova IY. Sex-independent neuropro-
tection with minocycline after experimental 
thromboembolic stroke. Exp Transl Stroke Med 
2011; 3: 16.

[13] Hoda MN, Siddiqui S, Herberg S, Periyasamy-
Thandavan S, Bhatia K, Hafez SS, Johnson 
MH, Hill WD, Ergul A, Fagan SC and Hess DC. 
Remote ischemic perconditioning is effective 
alone and in combination with intravenous tis-
sue-type plasminogen activator in murine 

mailto:Sun751437159@163.com


Baicalin and isoproterenol-induced acute myocardial infarction

22071 Int J Clin Exp Med 2015;8(12):22063-22072

model of embolic stroke. Stroke 2012; 43: 
2794-2799.

[14] Das B and Sarkar C. Is preconditioning by oxy-
tocin administration mediated by iNOS and/or 
mitochondrial K(ATP) channel activation in the 
in vivo anesthetized rabbit heart? Life Sci 
2012; 90: 763-769.

[15] Woo AY, Cheng CH and Waye MM. Baicalein 
protects rat cardiomyocytes from hypoxia/re-
oxygenation damage via a prooxidant mecha-
nism. Cardiovasc Res 2005; 65: 244-253.

[16] Tu XK, Yang WZ, Shi SS, Wang CH and Chen 
CM. Neuroprotective effect of baicalin in a rat 
model of permanent focal cerebral ischemia. 
Neurochem Res 2009; 34: 1626-1634.

[17] Kain V, Ingle KA, Colas RA, Dalli J, Prabhu SD, 
Serhan CN, Joshi M and Halade GV. Resolvin 
D1 activates the inflammation resolving re-
sponse at splenic and ventricular site following 
myocardial infarction leading to improved ven-
tricular function. J Mol Cell Cardiol 2015; 84: 
24-35.

[18] Boufenzer A, Lemarie J, Simon T, Derive M, 
Bouazza Y, Tran NN, Maskali F, Groubatch F, 
Bonnin P, Bastien C, Bruneval P, Marie PY, Co-
hen R, Danchin N, Silvestre JS, Ait-Oufella H 
and Gibot S. TREM-1 Mediates Inflammatory 
Injury and Cardiac Remodeling Following Myo-
cardial Infarction. Circ Res 2015; 116: 1772-
82.

[19] Cui L, Feng L, Zhang ZH and Jia XB. The anti-
inflammation effect of baicalin on experimen-
tal colitis through inhibiting TLR4/NF-kappaB 
pathway activation. Int Immunopharmacol 
2014; 23: 294-303.

[20] Megson IL, Haw SJ, Newby DE and Pell JP. As-
sociation between exposure to environmental 
tobacco smoke and biomarkers of oxidative 
stress among patients hospitalised with acute 
myocardial infarction. PLoS One 2013; 8: 
e81209.

[21] Keles MS, Bayir Y, Suleyman H and Halici Z. In-
vestigation of effects of Lacidipine, Ramipril 
and Valsartan on DNA damage and oxidative 
stress occurred in acute and chronic periods 
following isoproterenol-induced myocardial in-
farct in rats. Mol Cell Biochem 2009; 328: 
109-117.

[22] Perrelli MG, Pagliaro P and Penna C. Ischemia/
reperfusion injury and cardioprotective mecha-
nisms: Role of mitochondria and reactive oxy-
gen species. World J Cardiol 2011; 3: 186-
200.

[23] Zhou SX, Zhou Y, Zhang YL, Lei J and Wang JF. 
Antioxidant probucol attenuates myocardial 
oxidative stress and collagen expressions in 
post-myocardial infarction rats. J Cardiovasc 
Pharmacol 2009; 54: 154-162.

[24] Cao Y, Mao X, Sun C, Zheng P, Gao J, Wang X, 
Min D, Sun H, Xie N and Cai J. Baicalin attenu-
ates global cerebral ischemia/reperfusion in-
jury in gerbils via anti-oxidative and anti-apop-
totic pathways. Brain Res Bull 2011; 85: 
396-402.

[25] Kong F, Luan Y, Zhang ZH, Cheng GH, Qi TG and 
Sun C. Baicalin protects the myocardium from 
reperfusion-induced damage in isolated rat 
hearts via the antioxidant and paracrine ef-
fect. Exp Ther Med 2014; 7: 254-259.

[26] Akasaka Y, Morimoto N, Ishikawa Y, Fujita K, Ito 
K, Kimura-Matsumoto M, Ishiguro S, Morita H, 
Kobayashi Y and Ishii T. Myocardial apoptosis 
associated with the expression of proinflam-
matory cytokines during the course of myocar-
dial infarction. Mod Pathol 2006; 19: 588-
598.

[27] Chen TL, Zhu GL, He XL, Wang JA, Wang Y and 
Qi GA. Short-term pretreatment with atorvas-
tatin attenuates left ventricular dysfunction, 
reduces infarct size and apoptosis in acute 
myocardial infarction rats. Int J Clin Exp Med 
2014; 7: 4799-4808.

[28] Yang JH, Xie LS and Guo Z. Adaptive response 
to stress of acute myocardial infarction leads 
to apoptosis of retinal cells of rats. Neurosci 
Lett 2011; 487: 110-112.

[29] Kreuter M, Langer C, Kerkhoff C, Reddanna P, 
Kania AL, Maddika S, Chlichlia K, Bui TN and 
Los M. Stroke, myocardial infarction, acute and 
chronic inflammatory diseases: caspases and 
other apoptotic molecules as targets for drug 
development. Arch Immunol Ther Exp (Warsz) 
2004; 52: 141-155.

[30] Prech M, Marszalek A, Schroder J, Filas V, Le-
siak M, Jemielity M, Araszkiewicz A and Grajek 
S. Apoptosis as a mechanism for the elimina-
tion of cardiomyocytes after acute myocardial 
infarction. Am J Cardiol 2010; 105: 1240-
1245.

[31] Zhou BR, Yin HB, Xu Y, Wu D, Zhang ZH, Yin ZQ, 
Permatasari F and Luo D. Baicalin protects hu-
man skin fibroblasts from ultraviolet A radia-
tion-induced oxidative damage and apoptosis. 
Free Radic Res 2012; 46: 1458-1471.

[32] Zhou QB, Duan CZ, Jia Q, Liu P and Li LY. Ba-
icalin attenuates focal cerebral ischemic re-
perfusion injury by inhibition of protease-acti-
vated receptor-1 and apoptosis. Chin J Integr 
Med 2014; 20: 116-122.

[33] Bredeson S, Papaconstantinou J, Deford JH, 
Kechichian T, Syed TA, Saade GR and Menon 
R. HMGB1 promotes a p38MAPK associated 
non-infectious inflammatory response path-
way in human fetal membranes. PLoS One 
2014; 9: e113799.

[34] Owona BA, Njayou NF, Laufer SA, Schluesener 
HJ and Moundipa PF. Entada africana fraction 



Baicalin and isoproterenol-induced acute myocardial infarction

22072 Int J Clin Exp Med 2015;8(12):22063-22072

CH(2)Cl(2)/MEOH 5% inhibits inducible nitric 
oxide synthase and pro-inflammatory cyto-
kines gene expression induced by lipopolysac-
charide in microglia. BMC Complement Altern 
Med 2013; 13: 254.

[35] Chen P, Huang L, Zhang Y, Qiao M and Yuan Y. 
SiRNA-mediated PIAS1 silencing promotes in-
flammatory response and leads to injury of 
cerulein-stimulated pancreatic acinar cells via 
regulation of the P38MAPK signaling pathway. 
Int J Mol Med 2010; 26: 619-626.

[36] Wang XF, Zhou QM, Du J, Zhang H, Lu YY and 
Su SB. Baicalin suppresses migration, inva-
sion and metastasis of breast cancer via 
p38MAPK signaling pathway. Anticancer 
Agents Med Chem 2013; 13: 923-931.


